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PROCEEDI NGS
QPENI NG REVARKS

HARQD T, SHAPIRO Ph.D_
DR SHAPIRO Al right. Colleagues, we have

a very full day so | would |like to call our neeting to
order. | amexpecting a few nore Conm ssioners
shortly.

W have a rather full agenda, as | have just
said, which will take us roughly until 3:00 o'cl ock
this afternoon.

VW have a nunber of panels we are going to
hear fromtoday and they are all outlined in your
agenda. The first one will begin in a few nonents
dealing with the oversight of human gene therapy
research but I want to rem nd the Conmi ssion that our
particul ar project nowis the oversight of human
subjects research and it is in that context that we
are going to be listening to various panels today.

The human gene therapy research is sinply the
first panel.

W have an exanple regarding classified
research and dealing with that in the second panel and
SO on.

Alternative federal regulatory systens wll

be the third panel.
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Qur project is a broad overview of the human
subj ect research systemin this country to try and see
what we can learn fromthe experiences over the | ast
decades and see if we have any useful recommendati ons
to make goi ng forward.

| amgoing to turn to Marjorie in just a
nmoment who will give you an outline of how that
project is going and what the tine schedule is. W
are, roughly speaking, aimng for a report near the
end of the year, beginning of the next year, in that
peri od.

There is an awful |ot of work underway. W
have a consi derabl e anount of staff who will be
working on this fromnow until then and | wll |et
Marjorie fill you in on details.

So why don't | turn to Marjorie right now and
then I would like to say a few words before we begin
with the panel, which -- thank you very nmuch for being
her e.

It wll only be a few mnutes until we get to
you so thank you very nuch for your patience.

Marjorie?

ETH CAL AND POLICY | SSUES | N THE OVERSI GHT
OF HUMVAN SUBJECTS RESEARCH
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MARIORIE A SPEERS, Ph. D

DR SPEERS: Thank you.

As Harold said, the Oversight Project is
progressi ng as pl anned.

| want to introduce to ny left, Alice Page,
who all of you know. She is going to be the project
manager for the Oversight Project and will be
transitioning to the Oversight Project when the
International Project is finished. As she has tine to
spend on this project now, she will be doing so and so
| have asked her to sit at the table with us today.

In your briefing book there is a copy of the
outline for the report as | promsed | would have
avail able for you at this neeting. If we have tinme at
the end of the day, which we have schedul ed sone tine
under "Next Steps,"” we can discuss the outline for the
report if you wish. | do not want to do it this
nor ni ng because of our tight schedul e.

| am pleased to report to you that we have
confirmed now 11 authors for the proposed Conm ssion
papers. W are talking to one other author, potential
author, at this tine but | expect that we will have
t hat person confirned and, therefore, all 12 papers
that we proposed | would like to say are really

under way.
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A list of the paper and authors wll be
shared with you in the next week or so. W have asked
the authors to conplete their papers by the end of My
or by early June. And as such then you have a
substantial anmount of text to read, background text to
read for this project in June and July.

W will schedul e those authors to present at
Conmmi ssi on neetings accordingly. Meaning that they
will either present in the June, July or Septenber
neeti ngs.

In addition, we expect to have a substanti al
anount of the text that staff wll be preparing,
particularly with initial reconmendati ons on the
topics that we are dealing with today, by June and |
expect that we will spend a substantial anmount of the
sumrer when the Conm ssion is not neeting in August
preparing text for you so that by the fall -- by the
Sept enber / Cct ober neetings you will be review ng
chapters and recommendations for this project because,
as Harold said, we anticipate having it conpl eted by
the end of the year or early next year.

Today we will continue with the two topics
that you have been discussing. One is the adequacy of
the current regulatory franework and structure and the

second is on the definition of research.
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As you listen to the first three panels keep
in mnd that you will be maki ng recomendati ons about
the current regul atory system perhaps proposing an
alternative framework and structure, and perhaps
recomendi ng oversi ght nechani sns that are other
regul atory.

So, as | say, when you listen to the
presentations today listen to themw th the sense that
at probably the May neeting or the June neeting we
wi Il be com ng back and specifically |ooking at
potential recommendati ons.

At the April neeting we plan to have
representatives fromthe private sector speak about
conducting human research and | RB revi ew.

And at the May neeting we plan to present two
nodel s of protection fromother countries. These are
nodel s that are conprehensive in that they apply to
all research, all types of research, and are
i mpl enmented without a regul atory franework.

Once we have conpl eted those di scussions then
| think it will be time for the Conm ssioners to
consi der reconmmendations for the structure in the
United States.

The fourth panel addresses issues related to

the definition of research. Today specifically in the
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area of health services. At the January neeting you
heard about probl ens of applying the definition of
research to public health and today you will hear
about the gray areas in the definition related to
heal th services research

In April we will devote a substantial anount
of time to hearing about applying the definition of
research and the regulations to the social sciences
and to the humanities. It is anticipated that at the
April meeting there will be tinme for substanti al
di scussion on this topic and for considering
reconmmendat i ons.

W will in the next couple of weeks get sone
text to you to consider before the neeting relating to
how t hi s Conmi ssion m ght want to nake reconmmendati ons
regarding activities that ought to be regulated for
pr ot ecti on.

| think, Harold, that is really all that |
would |like to say so we can nove al ong.

DR SHAPI RO Thank you very much. Let's
turn directly then to our first panel. If any of you
have any questions for Marjorie on the general outline
and so on, we can pick that up later on today as we
have tinme. | want to turn now to our panels.

| want to really do just two things to
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I ntroduce the panel. One, | want to thank the panel
menbers for comng. W very nmuch appreciate your
presence here today and we know you have taken tine
from busy schedul es to share your thoughts with us on
this issue and we are very, very appreciative of you
bei ng here.

Second of all, I want to rem nd both us and
anyone el se who mght be listening that, of course,
while we want to | ook at human gene therapy research
as an exanple or seeing what it is that we can learn
regarding the overall system of human subj ect
protection in this country, it is not our focus or our
mandate to investigate any particular cases. W are
not investigating cases. That is not part of NBAC s
mandat e.

What we are trying to do is sinply learn from
experiences that we have had with the existing system

And since this is sonething which has
obvi ously been very nmuch of interest of |ate and there
has been a ot of ink put to a |lot of paper on this
I ssue in recent weeks it should not distort our view
of this, which is just sinply trying to see what we
can learn fromthis and what we -- the people who know
a lot about the details can really tell us about it.

So that will be our focus as we go through
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not only this panel but other panels that deal wth
human subjects protection in particul ar areas.

Now we are going to -- | understand that
sonmehow t he panelists thensel ves got together and
decided on a slightly different order than is on your
agenda. Dr. Mckelson is going to be first foll owed
by Dr. Skirboll and Dr. Zoon so they will go in that
or der.

So let me nowturn to Jaudia -- Dr. Caudia
M ckel son from M T.

Thank you very much for being here today.

PANEL 1: OVERS|I GHT OF
HUVAN GENE THERAPY RESEARCH
CGAUDIA MCKELSON, Ph. D, CHAIR

RECOVBI NATI ON DNA ADV| SORY COVM TTEE

DR MCKELSON: | would like to present sone
overheads. WII| that be possible?

DR SHAPIRO Certainly.

DR M CKELSON:  You have handouts but | woul d
like -- | have themready up here.

DR SHAPI RO Ckay.

DR MCKELSON. And | will stay to tine.

DR SHAPIRO W will do the overheads. W
will put themon there.

DR M CKELSON:. kay. Well, they are right
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her e.

(Slide.)

Vell, | would like to thank the
Conmm ssioners. You all have copies of the overheads
that I will be presenting and | would like to thank
you for the opportunity to begin discussions with this
group and | amsure that this will probably be the
first in a nunber of discussions on the oversight of
gene transfer research.

| am going to give you sone idea of the past
hi story of the NIH oversight role, howit functions
today, and then what sone of the issues are that we
face and the steps that various parts of NIH and the
oversi ght process within NIH have taken to change
t hese.

(Slide.)

| amgoing to outline the U S. Franmework for
oversi ght in human gene research, gene transfer
research, and just as a brief explanation of what gene
transfer research is:

Wthin the context of overall drug research
within the United States, gene transfer research is a
very small portion of that and it deals with
devel opnent of met hodol ogies with which to introduce

genes into humans to either replace or add functions
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to cells in which there are defective genes or
nonfuncti onal proteins.

There is also -- the second major group is
the introduction of genes into humans to nodify
cellular function, either to enhance the i nmune system
or to turn on the imune systemsay in the case of

cancer therapies.

As well, there are also a nunber of trials
and we will |ook at what percentage those are, which
are, in fact, basic science. |In other words, trying

to understand the basic science of how -- where cells
go, how tunors re-arise and/or netastasize in humans.

(Slide.)

The | evel s of oversight for human gene
transfer research are both at the federal and the
| ocal level. N Hoversight is enbodied by three -- in
three arns. The NLH Quidelines, the Reconbi nant DNA
Advi sory Conmttee, and then at the | ocal |evel
Institutional Biosafety Conmttees, which are governed
by the NLH Quidelines.

The FDA is the second armat the federal
| evel with their |aws, regul ations and gui dances.

The third is the Ofice of Protection of
Research Ri sks, which al so oversees besi des human

subj ect research the use and protection of animals in
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research
At the local institutional level all of the
responsibilities of institutions for protection of
human subjects in human gene therapy is al so outlined.
OPRR | ooks at the structure of the Institutional
Revi ew Boards. The NIH Quidelines | ook at the
structure and responsibilities of Institutional
Bi osafety Conmttees. And the investigators fall --
and have responsibilities for all three groups.
(Slide.)

If you | ook at a conparison of the |oca

oversight -- of the oversight roles at the | ocal |evel
you wll see that -- and it is harder to see than I
had hoped -- that at the local level there are two

main commttees that actually end up being involved in
oversi ght of human subjects wi thin human gene transfer
experinments, which is the box at the very far right
end as we | ook at that.

Basically the two groups up there, the
Institutional Biosafety Conmttee and the
I nstitutional Review Board.

And the Institutional Biosafety Commttee has
responsibility for all of the intermedi ate steps
| eadi ng up to the human gene transfer, the devel opnent

of a human gene transfer clinical trial because that
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role is outlined in the NIH Quidelines.

Whereas, Institutional Review Boards cone in
at a later level with the beginning of the devel opnent
of use of aninmals, devel opnent of animal nobdels and
preclinical studies as one part of their role and then
also the Institutional Review Boards cone into play at
the very far end with the actual institution of a
trial.

The NI H Reconbi nant DNA Advi sory Committee
only cones into play, as does the FDA, once a clinical
trial protocol has been witten and submtted to
ei t her agency.

However, the NLH Quidelines have oversi ght
responsi bilities through the local institutions
t hr oughout the whol e process of devel opnent of
t herapeutic vectors, devel opnent and desi gn of
clinical trials, as well as devel opnent of ani mal
nodel s.

(Slide.)

The NI H oversi ght nechani sm has three arns.
The gui delines, as | have spoken of, the Ofice of
Bi ot echnol ogy Activities, and then the Reconbi nant DNA
Advi sory Commi ttee.

(Slide.)

The NIH Quidelines -- | amgoing to go
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t hrough each three of those very quickly.

The NIH Quidelines apply to all projects,
whet her they are funded by NIH or not, that involve
reconbi nant DNA technol ogy and is conducted at or
sponsored by institutions that receive NI H support for
any projects involving such techni ques.

Institutions and investigators, therefore,
that receive NIH nonies nust conply with the NI H
Quidelines. That is stated directly within the NLH
Quidelines. And that inpinges on then privately
funded research or industry sponsored research that
has been conducted at an NIH institution

The institution then has an obligation to
ensure conpliance with the NLH Quidelines and that
nmeans all submitting and reporting responsibilities
that are outlined in the guidelines. It then becones
the institution's responsibility to ensure that the
trial is conducted in accordance with the NH
Quidelines.

(Slide.)

The role of the NIH Reconbi nant DNA Advi sory
Conmittee is the protection of patients, the public,
the comunity and the environnent. That is throughout
all of the responsibilities of the Institutional

Bi osafety Commttee. The conmmttee is also involved
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I n policy devel opnent which is then expressed in
changes to the Reconbi nant DNA gui del i nes.

Part of our responsibility is also to | ook at
the scientific quality of the protocols that cone to
the coomttee. W do that by assessnent and revi ew of
I ndi vi dual protocols |ooking for generic issues that
need public discussion and can result in the
I nprovenent of the scientific quality of the protocols
so that the information that is gained is worthy of
t he i nvol venent and engagenent of patients.

W also try to ensure public access to all
I nformation obtained fromgene therapy trials as well
as their initiation and the inclusion of clinical
endpoi nts and then the target popul ation.

Probably one of our biggest efforts will be
in the future education in both the public and the
I ndustry as well as patient populations as to the
status of the field, the role of the RAC and how t he
three groups can interact with the NI H Reconbi nant DNA
Advi sory Conmttee in a nore productive manner.

(Slide.)

The O fice of Biotechnology Activity
coordi nates the activities of the commttee,
coordi nates our oversight activities and policy

devel opnent. They al so are responsi ble for protocol
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managenent, devel opnent and mai nt enance of a dat abase,
as well as establishing and runni ng and organi zi ng for
the commttee Gene Therapy Policy Conferences, as well
as they are the actual execution armfor our education
and public and industry interface.

(Slide.)

| would just like to give you a brief
background on the status of human gene therapy trials.

This first overhead -- go on to the next one.

(Slide.)

| amspeaking a little quickly to stay within
15 mnutes or so. | apol ogize.

This particular graph shows the dramatic
i ncrease in the nunber of clinical protocols submtted
to the NTH office by year. And as you can see, since
the actual first approval and review of a clinical
trial in 1988, by February of this year we are up to
about 390 clinical trials that have been submtted to
the NIH of Biotechnology Activities. That does not
mean that there are 390 active clinical trials. Sone
of the earlier ones have not proceeded and have
stopped but that is the total nunber registered with
the office.

It |ooks |ike the year 2000 will be even nore

with 91 protocols submtted this year
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(Slide.)

The next overhead shows the gene therapy
trials by clinical indication and as you can see the
great est nunber of clinical protocols that we see are
ai red at devel opnent of new cancer therapies, a
smal | er percentage -- a nmuch snall er percentage, 13
percent, are ainmed at the treatnent of nonogenic
di seases.

Monogeni ¢ di seases are those di sorders which
are characterized by a defect in a single gene, not
mul ti - conponent di sorders but single gene defects.

As well as the other -- in decreasing order
t hen cardi ovascul ar research, use of gene therapy to
| mprove or engender revascul arization of areas.

(Slide.)

The next overhead shows gene therapy trials
by phase. The predom nant nunber of gene -- oops. |
amsorry. That is fine. M m stake.

Delivery -- the largest -- nost of the
research invol ves use of sone type of defective virus
to deliver genes to the humans, whether it is injected
directly into the patient or whether cells are renoved
fromthe patient and then the cells are infected and
then reintroduced into the patient. That is the ex

vivo treatnent where cells are renmoved and t hen
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transduced with a viral vector. It is the route of
adm ni stration for nost of the trials that use
retrovirus.

Adenovirus, which is one-quarter of the
clinical trials use adenovirus as its delivery system

Adenovirus tends to be used nore in vivo. It is
given directly to the patient usually by direct
I njection into tunor.

The ot her words that you see up there, nost
of themare different types of viruses, vaccinia and
fow pox. Those are different types of viruses that
tend to be nore i Mmunogenic. And herpes sinpl ex
Vi rus.

And a growing -- while this is a reflection
of where the field stands now, there are a nunber of
new vectors in devel opnent. One having al ready
reached use in humans, which is the AAV, which is a
very smal| adeno-associated virus. And that, while it
is only two percent now, is sonething that we expect
to see in nmuch larger nunbers in the future.

Again we woul d expect to see sone of the
newer -- you can tell fromthe literature which
vectors are in the pipeline and will be com ng forward
to clinical trials and those -- once safety issues are

resol ved -- woul d probably -- we would probably see
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things like lentiviral vectors and/or attenpts to

correct defects in situ with repair.

(Slide.)

The next overhead shows gene therapy trials

by phase and it gives an

i ndi cati on of the status of

the field. Phase | is the earliest and the very

first step in devel opnment of any type of therapeutic

drug and Phase | studies

safety.

are only ainmed at ensuring

The types of information that you gather in a

Phase | trial tends to be what | evel or dose can be

given to a patient before you reach a maxi num

tol erated dose before you begin to see adverse events

within -- or serious reactions within the patient.

And then the next |owest level is what is

consi dered the nmaxi nrumtol erated dose for use in that

patient.

As you can see,

nost of the trials are that -

- of the 390 that we have | ooked at are -- al nbst 87

percent are in Phase |

There is a snall nunmber, 12

percent, in Phase Il. And there is only one percent

or three of themthat are actually at Phase I

trials. Those Phase |11
cancer therapy.

(Slide.)

trials are trials involved in
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The next overhead shows sone of the
scientific issues that we have encountered in
assessnent and revi ew of gene transfer research.

One of the issues that is sonewhat different
about gene transfer research is not just that we are
attenpting -- that the protocols are ained at
attenpting to nodify the human genone but that given
the target populations there is a conpression
generally of the phases of the trials in that the
pati ent popul ations that can be enrolled in sone of
t hese studies, in particular for nonogeni c di seases,
Is very snall

So that there are attenpts at neasurenents of
efficacy in the Phase | trials mainly because of the
smal | nunber of patients so that in order to nmake the
enrol Il ment of the patients worthwhile and to get as
much scientific value out of the clinical trial there
is -- sone of these Phase |'s are, in fact, Phase
|/ Phase Il so that we always ask for sone neasure of

the actual biological activity of what is going on if

possi bl e.

Scientific issues that the commttee | ooks at
and has faced are -- and di scusses quite extensively
Is the -- are the issues of vector safety. Is the

delivery nethod -- what are the inplications?
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What can happen in vivo or ex vivo? WII a
replication defective vector remain defective? Are
there issues of reconbination and stability,
honogeneity of the vector preparation?

A very large issue is the specificity or the
| ack of specificity of the vectors used today. There
are no vectors that will hit only particular cell
types. Even human pat hogens have very broad ranges
wi thin the human body. And tissue specificity.

So that for -- in general, the cell and
tissue specificity is lacking and that is, in fact --
one dilutes the clinical -- any therapeutic efficacy
of the vector but it then does represent safety
I ssues.

It also leads to issues of potential for
I nadvertent germline gene transfer which we will | ook
at alittle later.

It also looks to the possibility if it is
used in utero if you have nonspecific tissue and cell
specificity that it nmay lead to i nadvertent germline
gene transfer in -- if in utero protocols go forward.

The other issues are -- these are fairly
standard and we see themrepeatedly but issues of
persi stent and regul ated transgene expression and then

the potential -- we |ook at secondary effects of
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insertion of any DNA into the genone can have effects
on nei ghbori ng genes.

Sheddi ng and exposure of these vectors to
nonpati ents and/or famli es.

And then just the long-termeffects of gene
transfer.

The ethical and public issues that we discuss
-- the next overhead. Thank you.

(Slide.)

-- that are always dealt with in the protocol
reviews, we attenpt -- hope to and try to pay
attention to patient safety. The inforned consent
docunents receive a |lot of attention

W attenpt to | ook at what is an acceptable
| evel of risk for that potential patient popul ation
and whet her we feel the inforned consent docunent is
actually an appropriate nmethod of conmunication of
this risk.

W have | ooked at and dealt with in utero
gene transfer protocol, a potential protocol.

And the RAC has reached statenents on in
utero gene transfer and also maintains its statenent
on germline gene transfer.

And the issue of in utero gene transfer, the

RAC policy is that any attenpt to do in utero gene



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

22

transfer at the nonent is premature. W do not know -
- there is not enough basic science known about

devel opnent in enbryos nor is there enough control
within the vectors but that it was not a ban. The
words were used that it was "premature.”

Al'l of these policy statenents are avail able
on the web as well.

There has been no attenpt to change the RAC s
statenent on germline gene transfer. Again the RAC
will not entertain any protocol that is specifically
ai med at changing germline gene transfer.

The issue of inadvertent germline gene
transfer where there is a very -- there has been no
docunent ed proof that that has occurred, in
cooperation with the FDA we have asked and it has
happened that there be nention of the potential for
ri sk of inadvertent germline gene transfer in the
I nf ormed consent docunents.

Enhancenment is another issue that is brought
up during discussion in the commttee and as you wl|
see |later we have had a policy conference to attenpt
to deal with that and basically where we stand now is
that we have no agreed upon definition of enhancenent
and there is a very large gray area.

The way | approach it is that there -- we can
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reach agreenent on what types of therapies and uses
are not enhancenent which could be the | east upper
bound of the problem There are areas that we coul d
agree upon that are -- would be enhancenent and t hat
coul d be the greatest upper bound.

And then we shoul d have di scussions in an
attenpt to reach sone discussion on the gray area in
between and try to bring at |east upper bound -- the
great est upper bound and the | owest upper bound
together to reach a nedi an.

If we could go on then to skip the next one
and on to the NIH oversight of gene transfer research.

I will rush through the origin and evol ution

DR SHAPIRO May | interrupt?

DR M CKELSON:  Yes.

DR SHAPIRO | very nuch apol ogi ze for
I nterrupting --

DR M CKELSON:. That is all right.

DR SHAPIRO -- what is a very interesting
presentation. | amconscious of tine.

DR MCKELSON. On. Am| already -- okay.

DR SHAPIRO And the part that really is of
greatest interest to us -- if you do not mnd ne
maki ng a suggestion --

DR M CKELSON: Surely.
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DR SHAPIRO -- is what the RAC is doing
t oday.

DR MCKELSON. Geat. Let's go to that
which is -- and nmaybe if -- since you already have
your things in hand, we probably do not -- well, for

t he audi ence.

The current protocol review process, which is
probably --

DR SHAPIRO It is on page 7 in the handout
for the Conm ssioners that have it.

DR MCKELSON: Yes. It is after the
over head that says "Today."

The current protocol review process. The
protocol review process has gone through a nunber of
changes. At the nonment the protocol review process is
outlined in the following three to four overheads.

Clinical trial protocols are registered with
ORDA. It is nowcalled the Ofice of Biotechnol ogy
Activities. They are registered with the office after
| ocal institutional review board and |IBC revi ew and
once the local commttee review and approval has
occurred they are submtted to the -- to the Ofice of
Bi ot echnol ogy Activities where the office prepares a
summary and forwards the protocol and summary to the

comm ttee.
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Wthin -- after two working days after
subm ssion the RAC -- the commttee nmenbers then
determne if the protocol is novel and whether it
warrants in depth review and public discussion.

The investigator is notified of the RAC
deci sion within 15 days and non-novel protocols are
exenpted fromany further review by the conmttee.

Novel protocols or protocols that three
menbers of the conmttee have deci ded need sone type
of in depth review and/ or public discussion are
di scussed by the entire commttee at its quarterly
publ i c neetings.

(Slide.)

The RAC nakes recomendati ons, submts
witten reviews to the investigator. There is a
question and answer period before the commttee
nmeeting but after the public discussion of the
conmttee the recommendations are witten and then
forwarded to the investigator, to the | ocal
Institutional review board, IBC, and the FDA as well.

(Slide.)

Then the RAC m nutes of the discussion of the
protocol are posted on the web.

Each investigator receives a letter that

gives the outline of the RAC review and the public
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di scussion and reiterates the necessity to conply with
t he gui delines and the reporting of adverse events.

(Slide.)

| think that one of the issues that has been
raised in the review of the NNH -- by the NIH
Reconbi nant DNA Advi sory Comm ttee about review is the
-- and there was a table that you do have in your
overhead -- is that the change in the ability of the
commttee to approve or disapprove protocols, and the
next overheads deal with that.

(Slide.)

Points that need to be considered about the
approval of protocols: It should be understood that
approval is the decision of the NNH Director taking
into account the recomendations of the NIH
Reconbi nant DNA Advisory Commttee. The NIH Director
decided to give up approval of NIH -- of protocols
submtted to the NNH O fice of Reconbi nant DNA
Activities.

What was not understood at the tinme was that
al though the NIH Director gave up approval that did
not relieve any investigator's responsibility to
comply with the NLH Quj del i nes, which enconpassed both
regi stration and the necessity to submt protocols to

the NIH O fice of Reconbi nant DNA Activities.
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(Slide.)

In order to try to address this issue of |ack
of approval and to enhance the N H RAC revi ew process,
the NNH comm ttee proposed a change to the NI H
Quidelines that had to deal with the tim ng of
subm ssions so that the NITH conmttee coul d review
protocols before the |Iocal commttees had conpl et ed
their review process so that the NNH commttee woul d
review protocols that had at the sane tine that they
were being submtted and revi ewed by the | ocal
institutions. This would be before the FDA process of
review or initiation -- the IND could go forward
because institutional review board approval woul d not
have occurred so that the RAC revi ew woul d occur
bef ore patients could be enrolled and the trial
started.

The rationale for this change -- proposed
change in timng action was to allow RAC input into
t he design of preclinical studies, input on the
I nfornmed consent, and early identification of issues
associated wth this particular protocol.

(Slide.)

It would avoid nultiple |ayers of a
synchronous review and it would ensure that patients

that were not consented -- that patients could not be
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consented and enrolled in a novel research protoco
prior to the public discussion and the RAC review.

The comm ttee had voted in favor of the
proposal of this change in timng and the FDA i ssued
letters to sponsors reconmmendi ng that RAC review occur
prior to protocol initiation.

(Slide.)

The NNH Director's final decision on this
particular timng action is awaiting input fromthe
Advi sory Conmmittee to the Director's Wrking G oup.

(Slide.)

The O fice of Biotechnology Activities and
the coomttee are nmaking increased community and
outreach efforts both within NIH, |iaisons with other
institutes, as well as acadenmi a investigators, as well
as with various professional societies.

W are al so hoping to encourage and actively
generate a better comrunication with industry
representatives as well as the patient comunity.

(Slide.)

Bef ore we had becone engaged in this quite
detailed review of the NIH oversight process the
conmttee had pulled together a plan for systematic
anal ysis and revision of the NILH Quideljines attenpting

to look at their clarity and their currency.
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W have various working groups put together
to | ook at the scope of the NLH Quidelines to try to
i ncrease themto focus on the aimof the research and
not a specific technology and that is to try to
attenpt to be able to capture and address the issues
that woul d be raised by new technol ogi es that are on
the horizon that are ained at genone nodification.

W have attenpted to -- and have a working
group in place to |l ook at the vector biosafety and
cont ai nnent i ssues.

These plans and initiatives will go forward
as the coomttee resol ves sone of the issues that are
facing it today and these will be part of our plan of
action for the next year.

Also -- and | do not know if Dr. SKirbol
wi |l address the other Ofice of Biotechnol ogy and
Comm ttee initiatives --

(Slide.)

-- and these are ained at establishnent and
enhancenent of the clinical data base as well as the
establ i shnment of a clinical data managenent
subcommi t t ee.

Also, we will attenpt to enhance and further
use web accessi bl e subm ssions and a web -- and create

t he web accessi bl e database so that not just the
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public is aware of what is the status of current
trials but that patients can al so access infornmation
on the status of trials.

(Slide.)

This is also -- the public access to this
information is also a foundation of increased
scientific quality in the protocols.

And with that I would like to hand over to
Dr. Skirboll. | apologize for going too |ong.

DR SHAPI RO Thank you very much and thank
you for the many -- the material you presented,
including the material we did not get a chance to
revi ew t oday but we have copies of it and we are very
grateful. It is very helpful to us.

DR M CKELSON: Any questions?

DR SHAPIRO W will try -- if you do not
mnd we will try to take questions after we have heard
fromeverybody and we will take --

DR M CKELSON:.  Sure.

DR SHAPIRO -- all our questions at that

So let me now turn to Lana Skirboll. As you
all know, Dr. Skirboll is Director of the Ofice of
Science Policy at N H.

Thank you very much for com ng.
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Let's see if that is working. |If not, you
can --
LANA SKIRBALL, Ph.D ., D RECTOR
OFFI CE OF SCILENCE PQLI CY,

NATI ONAL | NSTI TUTES OF HEALTH

DR SKIRBOLL: Is it on?

DR SHAPIRO It is on.

DR SKIRBOLL: | think it is on.

Il will try to do two things. | wll try to
be short and talk fast so we can nove forward here. |
am short and | usually do talk fast so that is good.

What O audi a described is -- put in
perspective, is quite unique for clinical research.

It is the one area of clinical research in Arerica in
which there is this extra oversight body, the RAC

And NIH s oversight is, as d audia pointed
out, conprised of three entities, the guidelines, the
RAC and the O fice of Biotechnology Activities. They
each offer unique but inportant conmponents of NIH s
oversight role in gene therapy.

| am al ways happy to be here with ny
col |l eagues fromthe FDA and tal ki ng about gene therapy
because we offer both, | think, inportant different
and conplenentary roles in the oversight of this.

There are many things that NIH has been doi ng
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well in this arena. | know recent news reports have

suggested that this -- there is considerabl e problem
with this oversight but et nme just recall briefly to
you that our mandate is public discussion.

This is the thing that we offer uniquely to
this area of clinical research and we have been doi ng
that. W still review novel protocols in a public
forum W offer advice to the entities that Dr.

M ckel son referred to. W have policy conferences.
VW have changes to the guidelines that are discussed
in a public forum public disclosure of data,
protocol s, adverse events and public discussion and
educat i on.

Turning to recent events, the very tragic
death of Jesse CGelsinger, | think for all of us and
for NNHin particular is an exanple of a nodel of what
NI H uni quely does offer to this arena.

Upon notification of the death of Jesse
Gel singer by Dr. Wlson, NIH imediately went into
action. W notified every investigator in the field.

W formed a RAC adenoviral working group.

And we, nost inportantly, held a public
neeting. One that | think you all read about in one
formor another in which scientists, the public and

the press could all cone together, hear about this
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research, hear what the facts were with regard -- both
with regard to the death of Jesse and in particul ar
the safety of adenoviral vectors. Again an inportant
service, | think, to both the research community and
t he publi c.

What did enmerge fromthat quick and rapid
response of the research community to the event
happening at U Penn was that it revealed that we were
not getting sufficient reporting of adverse events.

Before | go into that and NIH -- how NIH i s
dealing with that issue because | think it is an
| nportant one when you | ook at the oversight of human
subj ects research, | want to go back. Al low nme for
just a fewmnutes to tal k about what is an adverse
event and what it may nmean and what NNH s role in it
IS.

| do not have to tell you all that clinica
research is an experinent. |If we knew the outcone we
woul d not have to do the experinent in the first
pl ace. The reason that we have the human subjects
oversi ght systemthat we do have is that research
itself is risky. It -- adverse events, | think, have
been taken out of context in recent.

W need to nake sure that when patients are

in research, of course, that we mnimze risk to those
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subj ects and we do that through a variety of ways,
both the system and nost inportantly through what we
are calling inforned consent.

| actually do not Iike that word "inforned
consent." It presupposes consent. | prefer "inforned
deci sion making." W do not assune that patients are
going to consent in a trial and that was one of the
I ssues that certainly energed in the testinony of Paul
CGel si nger.

In the best of circunstances, in the best of
trials there are adverse events. Wat is an adverse
event? Well, it is alife threatening event, death,

I npati ent hospitalization, prolongation of existing
hospitalization, persistent or significant disability.

It can be related to the therapeutic
Intervention. It can be unrelated. It can be related
to another part of the trial. Sone intervention part
of the trial that is not necessarily in the case of
gene therapy. It could be related to surgery or
anot her chenot her apeuti c agent.

It can be expected. It can be unexpected.

It can be expected because we know -- what we know of
previ ous human intervention or fromani mal studies.

It can be related to the treatnent but it can

al so be due to underlying disease. And, as you know,
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and | hope we have nade it clear that with regard to
adverse events in gene therapy many of the patients
here are quite sick. They are at endstage di sease.

And the many adverse events that | think
energed in the public, the hundreds and thousands that
energed as we started to tell this story were
msinterpreted as related to the treatnment. They
were, in fact, in large part due to underlying
di sease.

In fact, to date, in |Iooking through these
adverse events, and | think Dr. Zoon can certainly
address that, too, 4,000 patients have been treated in
gene therapy trials and we only know one patient at
this point that we think died as a result of the gene
therapy, directly related to the gene therapy.

But it is true that the NNH Quidelines
require all serious adverse events be reported to the
NIH.  This is again very unique. It is conpletely
unique with regard to oversight of human subjects. It
Is the one arena in which adverse events are nade
publ i c. Every investigator gets a letter that says
t hey nust submt those adverse events.

| could go into the statistics. Dr.
Patterson is here to answer those questions but | wll

not go into that right now Wat | want -- | want --
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| want to relay here, and I woul d wel cone sone
di scussion, is this issue of public reporting of
adverse events.

W are going out now W are working to
ensure that every investigator does this. W are
sending out letters and phone calls. W are sending
out site visits to nmake sure investigators understand
this and institutions understand it.

But the discussion right nowis focusing at
t he RAC on why should NIH get adverse events and what
is the tinmetable of it. |Is this a good nodel for the
protection of human subjects? Wat mght the role be
for adverse events?

W have seen our role really three-pronged
and one that |I think nerits nodeling. Public
di scl osure of adverse events not just for the public
per se but for other investigators to actually see
what is happening in trials so that it would inform
trials, make subsequent trials or ongoing trials
safer, and also for long-termtrend anal ysis of
adverse events that mght not energe if you were
| ooking at these one trial at a tine.

W are still discussing. There is a working
group of the RAC di scussing when the NIH shoul d get

t hem
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Is everything that O audia and | have
described, this oversight process, is this enough for
gene therapy? That question has been asked. It is a
reasonabl e question. Review ng of novel protocols,
this advice to the FDA, public discussion. 1Is this
enough? Is it too much? 1Is it a nodel that is good?

Is it a nodel that should be revanped?

The NIH Director has asked a subcomm ttee of
the Advisory Commttee of the Director to | ook at that
and | should add that one of the things they will be
|l ooking at is return to approval.

Finally, | would like to point out that the
Department of Health and Human Servi ces has taken
t hese events quite seriously and there is in-depth
di scussion in the departnent |ooking at the events
that took place with the death of Jesse Gel singer and
determ ni ng whether there are other actions that the
departnent can take to further ensure the safety of
patients and | think within the next few days the
departnent will be announcing sone of these so | wll
t ake questi ons.

I hope | was short enough and not too fast.

DR SHAPI RO Thank you very much. It is
extrenely hel pful and we will certainly cone back to

guestions in a few nonents.
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Let me now turn to Dr. Zoon.
Dr. Zoon?
KATHRYN C_ZOON, Ph.D_
DI RECTOR. CENTER FOR Bl Q.0Q CS EVALUATI ON
AND RESEARCH, FOOD AND DRUG ADM NI STRATI ON

DR ZOON:. Thank you

| would like to, one, thank the Conm ssion
for inviting me here today to speak on the regul ati on
of gene therapy with a particul ar enphasis in the FDA
on our activities and I will also conment on our
interactions with the NIH and the RAC

As many of you may know, human gene therapies
I's one of many conpl ex biological therapies that are
regul ated by the FDA and these woul d i ncl ude such
products as vaccines, live viral vaccines, bacterial
vacci nes, blood, blood safety, blood products, bl ood
derivatives, allergenic products, what | would call
nore conventional biotech products such as reconbi nant
DNA derived proteins and nonocl onal anti bodi es.

So the agency has an experience in dealing
with a variety of conplex therapies that have in sone
cases proven benefit and in other cases such as gene
therapy are still under investigation.

Wiile we will spend today di scussing gene

t herapy, really many of the issues that the agency
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deals with, with gene therapy, are very simlar to all
t he ot her biol ogical products that the agency

regul ates. Probably the major difference that I woul d
say is our dual role with the NTH and the RAC in the
oversi ght of gene therapy products.

As many of you know, any type of clinical
research in the United States may proceed only if they
have an authorized investigational new drug
application, and this is also true for human gene
t her apy.

At this -- the regulations and the | aws that
govern the regul ati on of gene therapy are the Public
Heal th Service Act and the Food, Drug and Cosnetic
Act. W also have a series of regulations found in
the Code of Federal Regulations.

And | have in sone overheads, which | am not
going to use in the interest of time, provided you
with the vast array of regul ations which apply to this
t herapy and sone tinme in your spare time | am sure you
wll be delighted to read them

Over the past 11 years, though, gene therapy,
as has been denonstrated, has had a vast increase in
activity. Back in 1989 we only had one gene therapy
protocol. Now | ast year we received 55 gene therapy

protocols. And | think this is a reflective overal
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of the exponential growh in this area.

And while this therapy is grow ng remarkably,
this therapy holds a | ot of promi se for severe and
life-threatening illness for which there are no
alternatives. Yes, it has risks. This is comon for
clinical trials as Dr. Skirboll says. There is no
entry into a clinical trial without risk. And I
believe in this case, this is a balance that we at the
FDA have to deal with every day, and in gene therapy
hol ds to that context.

So how does the agency deal with the
regul ati on of gene therapy products? Well, we do it
by having state-of-the-art know edge in the science
and the technol ogy. W have experts in nol ecul ar
bi ol ogy, virology, experts in pharnacol ogy,

t oxi col ogy, nedical officers that have a vast array of
expertise in this.

FDA has devel oped regul ati ons and policies
over the years that apply to gene therapy as well as
speci fic gui dances that assist in the conduct of
trials in gene therapy as well as other clinical
trials and how to provi de guidance to individuals or
sponsors that they be making and preparing gene
t herapy products and the types of experinents that the

agency expects to see.
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This is not done in the FDA alone. It is an
interactive process. W go to scientific neetings.

W hold scientific nmeetings. W have advisory
commttees. W participate in the RAC W have our
own FDA advisory commttees to get as nmuch technica
and scientific advice to provide the foundations for
our deci sion naking at the agency.

But we also are very nuch aware that gene
t herapy requires public discussion and | think that
I ssue and our cooperation with the RAC over the years
is very evident by the fact that FDA has been a
participate in this process and provides often tines
much informati on and di scussion at the RACin order to
provide a public forumin which to discuss those
| ssues.

FDA al so has surveillance and conpliance
activities and I will go into these in alittle bit
nor e dept h.

Vell, to achieve our task I will just briefly
tal k about what we do. Mich of the gene therapy that
we -- that is currently ongoing is in the
i nvestigational phase. There are no |icensed products
for gene therapy at this tine.

Most of the gene therapy procedures that are

currently ongoing are in Phase | and Phase Il so this



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

42

nmeans early research where there mght be a
plausibility and a small cohort that show activity but
they are predom nantly focused on safety. And thus

t he whol e process of early IND oversight is focused on
safety.

And what goes into review ng a gene therapy
protocol ? Wen a subm ssion cones into the agency for
the nost part we have had di scussions with the
sponsors on the gene therapy protocols and what their
intentions mght be. W talk about the scientific
chal | enges, sone of the approaches they nay take, sone
of the preclinical studies they nay take.

W take into consideration if it has gone
t hrough RAC approval what the recommendations of the
RAC have been and those all go into that type of
deci si on maki ng and di scussi on.

When an I ND cones in through the FDA's door a
time clock starts. W have a 30-day period in which
to assess the safety and validity of the IND. And in
this process what do we | ook at? W |ook at the
product manufacturing. W look at the testing of the
product. W |look at its quality, safety and purity
and potency. W may |ook at purification schemes and
make advice in all of those areas.

W | ook at the animal studies. Wat are the
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animal studies telling us about the safety of the
product, about the potential biological plausibility
of it having activity? Those are all | ooked at
In the context of the proposal of the gene therapy
pr ot ocol .

The particul ar enphasis here is on patient
safety. What can we learn fromthe animals that wll
help us to better predict howto nonitor toxicities in
humans when this particular product goes into an
individual? This is extrenely inportant. It wll
also help us in identifying dosing for the patient
popul ation, which is also an inportant part because we
may have to |lower starting doses as they go into
humans.

W may also at this point in tine as we
review the protocols decide that additional aninma
testing is needed in order to have a better handl e on
what we need to nonitor in humans.

W al so may ask for nodifications in the
I nfornmed consent based on the data we have revi ewed
and we will ask that of the sponsors as they cone in.

The agency will also | ook at nodifications to
stopping rules for these protocols to ensure that the
trial wll be stopped if certain adverse events occur

with certain severities.
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This is not a one tine process at the FDA
This is real tinme activity. There will be changes
made as the trial then -- if it is allowed to proceed
-- as the trial starts to go down that road.

I[f, in fact, when the agency is review ng an
I ND t hey have any concerns, nmmjor concerns on the
safety of a trial, the trial will go on clinical hold.

And this go on -- a clinical hold can take place if
the initial study protocol -- we believe there are
safety risks to the patients or after the trial is
ongoi ng and certain adverse events take pl ace.

So this is sonething that | think I will talk
alittle bit nore about in greater depth.

As nentioned, adverse events are reported to
the NTH. Adverse events are reported to the FDA
Sponsors nust report all adverse events to the FDA in
an annual report. However, in addition, an adverse
event that is associated with a product that is both
severe and serious and unexpected mnmust be reported as
soon as possible and no later than 15 days.

Also, if thereis alife-threatening event or
a death that sponsor must informeither by tel ephone
or facsimle that that event occurred within seven
days.

Any findings that we see in aninal |aboratory
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testing that may have a significant risk for humans
nmust be reported to the FDA within 15 days.

So what happens when t hese adverse events are
reported to the FDA? Well, when these adverse events
are reported a nunber of things can happen.

The agency may deci de to change the
eligibility criteria to exclude patients at high risk.

They may change the dose route of admnistration and
t he schedul e of adm nistration. They may change the

i nformed consent to add -- to disclose the new
toxicities. They may ask for additional consent from
study participants to reflect the new information.

They request that the clinical brochure,
clinical investigator's brochure be updated. They nay
require -- we nmay require that new nonclinical studies
be perfornmed and we may place the IND on clini cal
hol d.

In addition, in taking all these actions, we
may al so put other IND s for related products on hold
If we believe that those toxicities or events could
have an inpact on patients in other trials.

While a study is on clinical hold, no new
subjects may be recruited and treated. Patients in
the study are taken off the product unless

specifically permtted to continue by the FDA based on
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particul ar circunstances.

So what has the FDA done recently as a result
of the events that have surrounded the gene therapy
trials and events that have occurred?

Vell, as Dr. Skirboll says, we have increased
conmuni cati ons between the FDA and the NNH W have
put standard operating procedures in place to give
Information on a weekly basis to the NIH on severe and
life-threatening adverse events, serious and |ife-

t hreat eni ng adverse events, as well as protoco
changes.

There is an enhanced conmuni cation on issues
that may raise to a | evel of concern between the two
agenci es on both sides with respect to conduct of
clinical trials.

An i nportant aspect of conduct of clinical
trials, which transcends not only the issue of gene
therapy but all clinical trials, is having appropriate
good clinical practices. |In this regard the FDA has
been working with an international forum which is
conposed -- which is called the International
Conf erence on Harnoni zation

A nunber of docunents have been devel oped on
quality, safety and efficacy as a result of this

process but of particular inportance and rel evance to
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this case is a good gui dance docunent which is dealing
wi th good clinical practices, which it tal ks about
clinical nmonitoring, informed consent, et cetera.

These are very inportant docunents. It |ays
out the responsibilities of the sponsor. It |ays out
the responsibilities of the investigator.

I think one of the aspects that is rel evant
In the gene therapy area that may inpact on sone
I ssues that we are currently engaged in |looking at is
in the normal course of clinical trials there are
di stinct responsibilities for sponsors and distinct
responsibilities for investigators.

O'ten tines because many of the innovations
i n gene therapy have cone out of academ c institutions
there may be the possibility and has a higher
frequency of the investigator being the sponsor. In
this case sone of the checks and bal ances of the
responsibilities may not be as strong when there are
I ndependent sponsor investigator relationships and
that is one thing that we are | ooking at right now.

And | think it is inportant that those issues
be di scussed.

In addition, the FDA has a bi oresearch
nonitoring program The agency is going to be

enhanci ng as resources permt our |ooks at clinical
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I nvestigations underway, particularly in the gene
t her apy area.

W will do "for cause" inspections, which
means when there are problens we will be in there
| ooking at thembut we will also be doing alimted
nunber of inspections in order to see what the field
is looking |ike independent.

Wiy are we doing that?

One, we want to see how these trials are
bei ng conducted | ooking at if, in fact, additional
educati on, gui dance, conpliance issues are necessary
in this area for further action.

In addition, the agency is noving forward
with a proposed rule to enhance discl osure of
specified material in gene therapy clinical studies.
This will increase the public awareness of what is
going on in this field.

W believe at the FDA that gene therapy is an
exciting and innovative area of science. It needs to
continue to go on and to be supported but it also
needs to proceed with appropriate clinical nonitoring
oversight so that the safety of the patients are well
cared for.

And in this, the agency is looking critically

at the activities going on in these clinical trials.
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W believe that this information is inportant
in enhancing the fruits of the bionedical technol ogy
that is underway and the whol e expl osion of bionedi cal
research and the promse that it brings but we believe
that the safety of patients cone first and as we
proceed we nust take good care to protect their
rights.

Thank you.

DL SCUSSI ON W TH COVM SSIONERS

DR SHAPI RO Thank you very much.

Let me thank all nenbers of the panel.

I want to turn as quickly as possible to
menbers of the Conm ssion to see what questions they
have. Let ne just ask the Comm ssioners thensel ves
when | recogni ze themto pick their nost inportant
question first and |l et everybody get around so we do
not get -- so we all have a chance to ask what we
think are the nbst inportant questions.

Al'ta, and then Larry.

PROF. CHARO  Thanks very nuch.

NBAC has over the years witten reports that
have reconmended the creation of a national body to
exercise review over special areas that pose speci al
concerns. W have done this in the report on people

with inpaired capacity to nake decisions. W have
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done it with regard to the report on enbryo research
and stemcell research.

And so this is an area that provides one of
the few exanples of that kind of extra |ayer of
national review which differs fromthe usual kind of
decentralized | ocal systens so | would like to ask you
to focus just not on gene therapy but just on the
phenonenon of systens that have a national |evel

You have described a systemthat has nultiple
| ocal reviews, parallel federal reviews, special RAC
recommendati ons, adverse event reporting to two
separate agencies. | aminterested in whether -- the
CGel si nger experinent aside because | understand that
adverse events occur in well-run experinents as well
as experinments that are not well-run. | amnot going
to comment on whether | think it was properly done or
not .

But, in general, do you think that the system
as it now stands is working or is it failing and if it
Is failing is it because there are too nmany revi ews
that are conflicting with one another or is it because
there are too fewreviews or that the reviews are
focusing on the wong things?

This would hel p us use the exanple of the RAC

and the extra reviews in the gene therapy area when we
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begin to | ook again at whether or not centralized
revi ew makes sense in other contexts.

DR SHAPI RO Lana?

DR SKIRBOLL: A good question.

First of all, let nme point out that the
history of the RACis inportant here because the RAC
as we know, cane fromreally the fanous Asil omar
conference in which scientists cane together, saw
| egi sl ati on novi ng towards shutting down whol e arenas
of really inportant research, and it was recogni zed as
the formation of the scientists recognizing risk and
be willing to put those risks into a public
di scussi on.

In that regard and, in fact, if you | ook at
our guidelines for stemcells, we were very responsive
to your point, where there is a new cutting area of
research that holds for whatever reason sone
particul ar public concern such as gene therapy or stem
cell research, the public discussion, | think from
Nl H s perspective and | hope fromthe scientific
community's perspective, is vital to not only ensure
pati ent safety but also to ensure public trust.

Fromthat perspective it is inportant.

The gui delines thenselves, | think, have been

vital in helping IRBs and investigators understand
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what the rules of play are. There has been, | think,
a m sunder standi ng of the conplenentary roles of the
FDA and the NIH. There has been a sense that RAC does
or RACor the NNHis responsible for real tine
nmonitoring of trials. It is not. It is responsible
for the devel opnent of policy in a public forum around
a cutting edge young area of research that hol ds
enornous prom se but still has risks.

From our perspective | think NIH feel s that
the RAC has had an inportant role but under that
context of the state-of-the-art of gene therapy and
particul ar public concerns.

PROF. CHARO Let ne put it this way: |[If you
wer e asked today to design a systemfor gene therapy,
woul d you desi gn exactly the system you now have or
woul d you design one that is different and, if it were
to be different, in what way?

DR SKIRBOLL: Well, that is hard for ne to
answer. | amin the mddle of getting advice froma
| ot of people about howto do it better.

Is the systemperfect? No, it is not perfect
and | amnot sure -- it is only because the systemis
not perfect or the public perception is not perfect.
The goal s and the nandated m ssions of the NIH and FDA

in this oversight, | think, are correct. | would not
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change the goal. | would not change the regul atory
authority of FDA over this area. They do a great job
and they do it thoroughly. N H should not be held
responsi ble for regulatory authority over this arena.

W do not -- even when we had approval we
never had the authority that FDA has to shut down a
clinical trial the way an I RB does, to put a trial on
hol d the way FDA does, and that authority should not
happen.

| amnot sure we -- FDA -- the RAC has had
di scussi ons about could you create policy w thout
review ng protocols. Could you change the systemt hat
dramatically? And nost of the RAC nenbers, nost of
t he advice we have gotten is that it is hard to create
policy, inportant policy, germline gene transfer, in
utero policy, wthout undergoing the context of
protocol review

So | think I would nake sonme changes in the
process but | certainly would not reinvent it totally.

| hope that is at |east hel pful.

DR SHAPI RO Thank you.

Dr. Zoon, quickly. W want to get to other
guest i ons.

DR ZOON: Just a brief comment. | believe

that the systemthat is in place now works. However,



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

54

if I were to have said for these new areas of science
the i nportance of public discussion is, | think,
critical for public trust as well and | think it
actually enables the industry to nove forward, to nove
the products to the patients because w thout that
public trust there is not the ability to nove forward
in these areas.

Patient safety, of course, is paranount and
when people do not follow the | aws, the regul ations,

t he guidance, it is clearly where a probl em cones and
FDA has to take action in those areas, and we have the
authority to do so.

The i ssue al ways becones are you resourced
enough to do everything you have to do yesterday and |
think that is one of the challenges FDA has on the
resource issue area because we have the tools. The
I ssue is do we have all the resources that we need
sonetinmes to do these jobs.

DR SHAPI RO Thank you

Larry?

DR MIKE Harold, | practiced all |ast
night getting ready to ask multi-layer multi-questions
and you just cut me off.

(Laughter.)

DR SHAPIRO | am always ready for |ast
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year's vacation, too.

DR MIKE So |l will stick to ny usual node.

| have a question on the RAC process. The
change for an earlier RAC review -- | have got a | ot
of questions about that but ny one for the nonment is
what does that say about the current process where an
| RB reviews and RAC reviews? The way | read it now,
| RB reviews and then RAC revi ews.

What is the inpetus behind an earlier RAC
review? 1Is it because the | RB process has passed
proposed projects that on RAC revi ew has been found to
be i nadequate? Wat is the inpetus for that shift?

DR M CKELSON: Well, there are two reasons
for the shift. One, that given -- since 1997 when the
conmttee lost or the NIH Director gave up approval,
the coomttee was receiving and review ng protocols
that had already been initiated so that the input and
review by the commttee nenbers, which did have a
great deal of expertise in drafting informed consent
docunents and the scientific review of protocols, was
| ost because the -- in sone cases the protocols had
al ready enrolled and treated patients.

But the committee at that tine felt that
there were issues that needed public discussion about

those particular scientific protocols so our efforts
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to nove the protocol reviewto an earlier phase before
patients could be enrolled and before institutional
revi ew boards had gi ven approval was al so based on the
fact that when we would | ook at the infornmed consent
docunents there were sone areas that could have been
drastically inproved in those cases where we | ooked.

W are only | ooking at 10 percent of the
protocols that cone into the Ofice of Biotechnol ogy
Activities and that is because it seens that only --
so far only about 10 percent have issues that raise to
a level that at least three nenbers of the commttee
wi sh to review t hem

Al so, noving the review process to an earlier
step allows us to have a greater inpact on the
scientific quality of the protocols that we see.

Many of the protocols that we see because of
the length of tine it takes during devel opnent -- we
see many protocols that, in fact, use al nbst
essentially the same vector but in slightly different
pati ent popul ations and given the history that nost of
the protocols are still in Phase | there are many
I mportant biological issues that are not being
addressed and we woul d Ii ke to encourage greater
scientific quality and use of the clinical trials so

that the data -- and to -- for -- to urge the
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I nvestigators to obtain nore information fromthese
trials and then use those back into basic science
studies so that the next round of clinical trials that
we see are better

W have 390 clinical trials out there that
change in the vectors. Each step is hard won and is
m nuscul e but the public discussion and the input that
can be got in that wider forumcould really drive the
science in a nmuch better direction.

Al so, the public discussion of the RAC in
terms of inforned consent issues -- when we have
witten these down and gone back to the | ocal
Institutional review boards they have been very
hel pful to the local commttees.

Many of the comm ttees, both the
I nstitutional biosafety comnmttees and the
I nstitutional review boards give approval contingent
upon the decision of the RAC review. That does not --
they do not all but that |eaves them sone -- gives
them sone | eeway then to incorporate the RAC
recommendat i ons.

But it was basically to stop the conmttee
fromreview ng protocols that had already started and
enrolled and treated patients so that the public

concerns and scientific and ethical issues could be
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gotten in at an earlier phase.

DR SHAPI RO Thank you.

Rhet augh?

DR DUVAS: M concerns are systens concerns
as well. There is NNH, FDA, then there is OPRR that |
see as maj or conponents of a system | amnot really
quite sure how NI H and FDA concei ves of that
relationship with OPRR  That is one thing.

The other thing is given this system where,
if any, are the mechanisns for real tinme nonitoring?

DR SKIRBOLL: Well, | think --

DR SHAPI RO. Thank you. Well, Dr. Zoon, why
don't you begi n?

DR SKIRBOLL: Yes. | was going to say Kathy
shoul d answer this one.

DR ZOON: Right now we have an active
interrelationship with OPRR as well with the FDA as
OPRR, | think, recently just transferred to HHS out of
NIH into the Secretary's office but we interact with
OPRR on bi oresearch nonitoring issues as well as
interacting with NIH on the other issues. Real tine
nonitoring is done by the FDA

Sone of the issues that | described to you --
when we get a serious adverse event, all those things

that we do and look at as a result of a serious
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adverse event that is unexpected and associated with
the product will be dealt wth.

W also get -- and those are dealt with on a
real time. We will look at the protocol and nake
changes in that area.

DR DUMAS: | am concerned about whether or
not there is any possibility for determ ning an
adverse event on the way to happening or do you dea
with them always after the fact? | nean, are there
ways to pick up potential problens in projects that
coul d probably prevent an adverse event?

DR ZOON: Yes. Just the preclinical data
that we get in to support a study is designed to help
the clinical investigators and the sponsors conducti ng
the study to identify those toxicities that are
present in aninmal nodels but those are animals. They
are sonetines predictive in humans, sonetines they are
not predictive in humans. They are a tool that
devel ops a spectrumof activities that we study.

Once the study then proceeds to humans and
you learn nore then you add nore factors into the
protocol, nore testing or clinical oversight of a
pati ent based on those toxicities. So it is an
Iterative process that you constantly |earn and nodify

with in order to assure the safety of the patient. So
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It is a very dynamc interactive process.

Lana, did you --

DR SKIRBOLL: Yes. First of all, I want to
just go back briefly. OPRR s responsibility is
oversight of the system They do not review
i ndi vidual protocols so what is different here, first
of all, is the RAC and the FDA revi ew protocols.

RAC review primarily takes place before the
initiation of the protocol. FDA reviewis both at the
initiation of the protocol and is responsible for real
time nonitoring as the protocol proceeds.

Wth regard to | ooking forward to potenti al
adverse events FDA obviously keeps its eye on what is
happeni ng patient by patient and event by event in
terns of preventing subsequent events. NH in
anal yzi ng both data on adverse events can start to see
If there is a trend |ine devel oping with adverse
events happening with a certain dose or a certain
vector.

So that goes back to the issue of the roles
of these three oversight, NIH FDA and OPRR, as | said
bef ore, are uni que but conplenentary. They work
together at various levels of the systemto ensure
pati ent safety.

DR SHAPI RO Rhetaugh, is this very short?
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DR DUVAS. Yes, very short. It has to do
with whether there is any way for determ ni ng whet her
t hese adverse events are really actually reported.

DR ZOON: On our inspections we | ook at the
records. Oten, as | said, we have very |limted
resources in the bioresearch nonitoring but we do have
mechani sns as we do those research nmonitoring to | ook
at the adverse events at the site with the clinical
charts and then nonitor themw th the consistency that
has been reported to the agency in reports.

And that type of study is done -- there are
about 1,000 bioresearch nonitoring inspections at FDA
overall in any given year because we are talking about
the system now, not just gene therapy. Those sites
are | ooked at for integrity of data through the
bi oresearch or the data integrity as well the validity
of the data, which addresses, | think, how do we know
what is coming in and is it good.

DR DUVAS: Thank you. That gets at ny
concern.

DR SHAPI RO Thank you.

Ton?

DR MJRRAY: Thank you, Harold, and thanks to
t he panel for com ng today.

| suspect nost of us would agree certainly on
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the Comm ssion here, you and the audience that it is
absolutely essential that public confidence and trust
in the systemof protections for participants in
scientific research be as good as humanly possi bl e.

So the discussion is how to nmake that happen here, not
so nuch to cast blame for what may or nmay not have
been done with the Cel singer case.

| should disclose that | ama nenber of this
NI H panel working group that is looking at NIH
oversight for gene therapy research so | got a heavy
dose of gene therapy background on Monday.

Thi nki ng about the case that has spawned --
sort of spurred this panel, one set of issues has to
do with alterations in protocols and inforned consent
that may have taken place or that perhaps shoul d have
taken place and did not but | amnot going -- | am
going to | eave those asi de.

I amgoing to focus instead on a second issue
which is the -- the unm stakabl e i nportance that
scientists have full and up-to-date know edge of the
risks. So adverse events are about risks. That |RBs,
the RAC or any other body reviewi ng the research for
its ethical acceptability also have full and up-to-
date know edge of the risks.

And, thirdly, that -- and nost inportantly
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that potential participants in the study be given
full, conplete and accurate information about the
risks.

And | think one of the nost distressing
sequel ae of the Celsinger case is that it has cone to
our know edge that many of the reports of potential
ri sks were comng in marked and st anped

“confidential," were -- there is a question about
whet her they -- all that information was fully shared
with other investigators who were using simlar
procedures, perhaps simlar vectors, routes of

adm ni strati on, dosages or whatever.

And a concern that no one body of scientists
had the -- what we can call the big picture of what
all the risks were and all these dinensions. They
could then think about that and nmake sure that other
scientists in the field, IRBs and subjects knew about
t he ri sks.

What can we do to assure that sonebody has
that big picture and that that information is
conmuni cated in a useful and a swft manner to all the
parties of interest?

DR ZOON: Could | conment?

DR SHAPI RO Yes.

DR M CKELSON. | just wanted to comment | do
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agree with Dr. Murray. | think it is absolutely
essential that adverse event data be in the public
realm that it be put in its proper context but having
adverse event data and clinical results or results
fromthe clinical trials in the public realml think
Is absolutely fundanental to the future of the field.
Wiile it may be different than is routinely
done for any pharmaceutical -- other pharnaceuti cal

field, access to information and exchange of

information is fundanental to science. |If this field
wi shes to have a rapid progress -- to progress rapidly
t hat exchange will inprove the clinical studies. It
will nmake for better protocols. It will inprove and

reduce the risks for patients. They will understand
what has gone on in other trials before they signed a
consent form

If we do this correctly it can be done while
protecting industry's rights to protection for trade
secrets and proprietary information. There is no w sh
to harmindustry in all of this.

However, scientific information and the
results of trials when put into an arena that patients
and ot her scientists can access, that has been | ong
recogni zed as -- it is equivalent to a scientific

publication. There should be no reason to hold this
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informati on as confidential. It has been nmarked
confidential when submtted to the RAC and we have
fought through the Ofice of General Counsel to renove
that | abel so that it can be accessed.

Al so, the reviews of the RAC should be on the
web and they are. And when people call, we tell
institutional review boards, "If you were review ng a
protocol that uses vector X, Y and Z, please | ook at
the RAC mnutes on the web of this particular neeting
and you will see RAC comments about protocols using
simlar vectors."

Now | have received calls but that is value
added to public access. Institutional review boards
and ot her scientists have an idea of what the pitfalls
were for previous trials. There can be no doubt that
that is val uable.

DR SHAPI RO Thank you.

Dr. Zoon, very short.

DR ZOON:  Yes.

DR SHAPIRO. W are going to have to adopt
sone new rules here in a mnute.

DR ZOON: Very short. One point of
clarification when FDA has a problemw th gene therapy
or any other therapy that it believes it transcends a

gi ven protocol, the FDA has the ability to identify
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ot her protocols as well as contact those and put those
other trials on clinical hold, and that has to be done
inreal time to protect the patients.

The activities that the RAC does are very
I mportant for the broader bigger picture but the FDA
must act quickly in order to nmake sure that patient
protection is observed and that has to be done by the
I ndi vidual s that noted -- know the adverse event as
soon as possi bl e.

DR M CKELSON:. Right. Those are two
di f ferent nechani sns.

DR SHAPIRO No, let's not have a -- okay.

DR M CKELSON:  Yes.

DR SHAPIRO Let's not have a debate on
this.

I have five Comm ssioners who would like to

say sonething and | would ask themeach to be as brief

as possible and, |ikew se, the responses.
Ber ni e?
DR LO Thanks. | want to shift the focus

of attention for a mnute. You have been talking
about sort of what is novel about gene therapy and NIH
has tal ked about how the RAC | ooks at things like in
utero therapy and germline therapy. FDA is talking

about novel sort of vectors and viruses. But it
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seens to ne that a ot of the problens that may be
going on are not cutting edge. They are sort of old-
f ashi oned.

And one has to do with the confusion between
clinical research and clinical care, and the
m sperception that entering a Phase I/11 clinical
trial somehow is going to be therapeutic for that
patient. And this is sonmething this Conmm ssion has
tal ked about in a |ot of other contexts but it seens
that here there is even nore reason to have this
m sconception for many, nmany reasons.

Putting aside sort of the systens issues we
have been tal ki ng about, how do we get at this issue
of informed decision nmaki ng and how do we work on
both, it seenms, investigators and potenti al
participants to help themunderstand that certainly in
the Phase I/I1 trials that are the bulk of what is
going on according to your slide that this really is
not therapy even though that doctor may be your doctor
as well as the PI and the sponsor.

There is a whole mnd set and a whol e
i nteraction process that really sets up the
m sconception and confusion and it seens to ne all
these sort of conplex systens you have worked out or

wor king out do not really get to that problem which
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at least in the public discussion of this event adds
confusion, and it seens to ne again it is both on the
part of the investigators and the potenti al

partici pants.

DR SKIRBOLL: Let ne address that in two
brief -- very brief ways. First of all, one of the
things that the NLH Quidelines have done recently in
this arena is changed the title. 1In every placed we
have called it gene therapy, we have called it "gene
transfer” research. It is not a therapy at this point
so that is a m sconception that we create oursel ves by
calling it a therapy.

Second of all, the infornmed consent docunent
I's probably the one thing that the RAC has | ooked at
over the years and added to inforned consent docunents
and nmade points is this the very point you are
raising, is it nmade clear to the patient that this is
-- this is a safety test, this is not a treatnent.

But what this suffers fromis a difficult
| ssue because it is what | often call the "coll usion
of hope" between the patient and the investigator. |If
the investigator is describing the purpose of his
research the | ong-term purpose of that research is
obviously therapy. That trial nmay be about safety but

t he purpose of the research is therapy so sonewhere in
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the description of the research itself and the

i nformed deci sion nmaking of a particular trial there
does need to be nore effort to make sure the patient

understands that this particular trial is safety, not
efficacy.

And it is -- it is an up hill battle. Not
ones that -- not one that | think investigators do by
I ntent but by part of this collusion of hope. Both
patient and investigator are |ooking for a new
treatnment but it is a difficult one.

DR LO Right. And so the question is given
that collusion of hope what can be done on a
systemwi de basis to kind of make the decision naking
nore infornmed?

DR SKIRBOLL: Well, the RAC guidelines say
clearly that infornmed consent in Phase | trials nake
it clear that this is a safety trial. This is -- this

goes back to advice to IRBs to nake sure that they are

| ooking clearly at this informed consent -- inforned
deci sion nmaking and that patients understand -- | do
not have any other quick solutions to that. | do not

know i f ny col | eagues do.
DR SHAPI RO Thank you
Al ex?

PROF. CAPRON: The question that | want to
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get an answer to has to do with what we have | earned
fromthis but | need clarification on one thing | just
have not seen in the press and perhaps Dr. Zoon can
supply this.

Dr. Varnus was quoted as saying -- in fact,
in the letter he wote, he said, "O the 691 serious
adverse events reported, 39 had been reported
previously as required by the NNH GQuidelines." And |
have not seen any discussion in the press about the
ot her 652.

Are we tal king about events that had been
reported to the FDA previously? Wre these all from

the prior year? D d we have 652 in the prior 12 nonth

period? | just have not had any clarity on that and I
do not understand the situation. |If you could --

DR ZOON: Ckay. | think both Dr. Skirbol
and I will need to clarify this because -- let ne just
reiterate briefly how the FDA gets adverse events. |If
there is an adverse -- a serious adverse event
associated with -- that is unexpected and associ at ed

with the product, the sponsor nust file a report

within 15 days. |If it is life-threatening or fatal

they must call or send us a fax within seven days.
Al'l other adverse events are generally

reported in periodic reports but at |east in an annual
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report.

PROF. CAPRON: This | anguage was 691 serious
adverse events. Was that a m sstatenent?

DR ZOON: Well, adverse events that are
expected are not required to cone in wth a 15 -- an
adverse event that is serious and expected does not
have to cone in, in a 15 day report.

However, maybe Dr. Skirboll could tal k about
Nl H s because you are referring to Dr. Varnmus and t hat
really is the N H purview

DR SKIRBOLL: Let ne say this in one
sent ence, Al ex.

What we were referring to here was data that
had not been reported to the NNH In analysis, all of
this data had been reported in the tine fashion to
which it was required under FDA regulation to the FDA

The nonconpliance with reporting was to the
N H Guidelines, not to the FDA regul atory
requirements. So with regard to real tinme analysis of
t hose adverse events and patient protections that data
had been reported to the regul atory agency.

So that is -- thank you for allowing ne to
clarify that.

Those -- finally, those 692 adverse events

wer e adenoviral vector serious adverse events that had
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occurred over seven years of therapy so there was al so
a msconception that it was 692 events in a single
year. It was seven years of group data that we asked
the community for as part of the retrospective

anal ysis of adverse events related to the death of
Jesse Cel singer.

So thank you for allowing me to clarify those
two i nportant points.

MR HOLTZMAN.  May | --

DR SHAPIRO Steve, just a second. Steve,
if this is really just information here, okay, because

MR HOLTZMAN: It is really to get perfectly
clear on this. There are three levels. Al adverse
events, which cone in, in the annual report; product
rel ated, 15 days; and then the subset of product
rel ated which are serious or deaths, which is the
seven day.

The 691, does that refer to the first |evel
or isit the third level?

DR ZOON: What you are looking at is -- |
hate to say this but it is actually apples and oranges
to a certain degree because we are tal king about
different nunbers, different procedures, and the

dataset that you are tal king about is the N H dataset.
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The FDA as -- in the cross collaborative
studies that we have had with NIH to | ook at adverse
events actually FDA had a very good correl ati on of
receiving everything that NIH has received recently
t hat was consi dered serious and unexpected, and those
reports had cone in.

It is the responsibility of our sponsors to
report all adverse events but really to triage thenes
the nost inportant ones that are comng in related
associated with the product to cone in nost rapidly
dependi ng on the nature of the adverse events that
there are so that they -- the agency then could take
nodi fications in either the protocol or the inforned
consent or the clinical brochure.

NIH is looking at this in a different way for
trend anal ysis and understandi ng | arge cohorts of data
in which to give directions to the investigators in a
broad sense to the field on how to proceed or what
needs to be changed, and | would |l et Lana agai n speak
to this.

DR PATTERSON. | want to try to clarify sone
of the nunbers and the universe of adverse events that
have been reported.

DR SHAPIRO Could | just interrupt for a

second?
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DR PATTERSON.  Sure.

DR SHAPIRO Since |l ama little worried
about tine here. | do not want to straighten out all
this nunbers business unless it is directly rel evant
to your question.

PROF. CAPRON: | think we have gone beyond
the point where it is directly relevant to what |
wanted to ask Lana.

DR SHAPIRO W will leave this for |ater
t hen.

PROF. CAPRON:  You stated in your comments
that the area of gene transfer research is uni que
because of this responsibility to report adverse
events to the RAC and, also -- | nean, to the Ofice
of Biological Activities but | nmean -- the great
probl em for Comm ssions like our's is we cone flying
I nto Washi ngton every nonth or so and we try to cone
up with good reconmmendations for things and as Alta
has al ready nenti oned we have nade reconmendati ons
Vi s-a-vis national oversight bodies and, frankly, the
RAC and the Asil omar experience was on our |lips as we
did those sorts of things.

Now we hear that there are severe problens in
the RAC not hearing fromthe FDA about these hundreds

of adverse events over seven years that were
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apparently new to you, the way that they have been
reported here, and that is only for adenoviruses, and
| gather we have not had an equal beating of the
bushes as to any of the other reconbi nant DNA
experinents.

And yet in our reports we have -- while we
have made three recommendati ons about nati onal
oversight, we have nmade ten or so recommendati ons
about responsibilities of IRBs. It is already a
responsibility of the IRBto obtain frominvestigators
reports of adverse events and to report those to the
agency sponsoring the research. So this is not unique
to the RAC area. There are responsibilities to --
bet ween i nvestigators and between the IRB and the
institution vis-a-vis adverse outconmes with ordinary
research

Now what | want to know i s what confidence
can we feel if in the area of research that has
recei ved wi thout question over its lifetinme the nost
public attention and the highest |evel of review, we
do not have a conparable thing for RAC yet. |In other
areas we rely on the |RBs.

Has this given you any thoughts about what
needs to be done vis-a-vis the IRB system which is

the nore basic formof protection of subjects if for
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all we know, as far as | know, it was not -- are you
finding that the IRBs at these institutions where

t hese 652 unreported events occurred knew about them
and had not told you about themor were they equally
in the dark?

And, if so, what does this nmean for what you
think in your exam nation of the system and what
changes -- because | do not care about -- you know, we
are not here to look into the Gel singer case.

| want to know what has this taught you?
What changes do you think are necessary vis-a-vis the
| RB systemif there are these gaps in the area that
gets the nost attention? What about all the other
areas?

DR SKIRBOLL: Alex, | think it is inportant
to understand that adverse events and nonitoring of
trials, of course, is the responsibility of |IRBs but
IRBs as far as | know are not required to report
adverse events back to the funding institution, the
RAC or the FDA

PROF. CAPRON. Let ne --

DR SKIRBOLL: That is the responsibility of
the investigator or the sponsor. Now |IRBs oversi ght
as they --

PROF. CAPRON:  Yes.
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DR SKIRBOLL: -- IRBs oversight of these
arenas, one woul d hope and expect that as
i nvestigators are reporting adverse events in trials
that that is part of the nonitoring role of the IRBin
terns of advising the investigator whether a trial
shoul d proceed and whether it should be put on hold.

Keep in mind there are two other entities
t hat have not been nentioned here today, inportant
institutional and | ocal entities. One is the
institutional biosafety conmttee, which also plays a
role here and, also, for Phase IIl trials data and
safety nonitoring boards that also do this -- play the
sane kind of role.

So in terns of local analysis of adverse
events | have no reason to believe fromthe data that
we have at this juncture that |ocal analysis of
adverse events, consideration of safety of patients at
the local level is not functioning properly. This was
a di scussion of what was reported to the federal body.

PROF. CAPRON: And will your inquiries that
are going on nowtell you the answer to that question?

That is did the |ocal data and safety nonitoring
board, institutional biosafety commttee and IRBs in
the institutions which reported to you these 652

adverse events have know edge of those events and had
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exam ned them and deci ded that there was no need in
those cases to nmake alterations in those protocols
because | -- you are correct that the IRB is supposed
to know.

| guess it still remains the responsibility
of the investigator to nake sure that the reports are
passed al ong but we know fromthe inspector general's
report that review of ongoing studies was an area
where the inspector general signalled that the | RBs
maybe have not been doing all that they should in
terms of annual reviews and so forth.

If these data of the 600 and sone cases Qo
back over seven years, | wonder again during that tine
will -- have you found that the | RBs knew about these
and had annual review as well as reports of the
unanti ci pated probl ens which are supposed to be nade
on a real tine basis as | gather

DR SKIRBOLL: W are conducting not for
cause site visits different than the FDA. W are
going out to institutions to nake sure that
institutions know of the existence of the NLH
Quidelines, are follow ng the guidelines, know what
their roles and responsibilities are with regard to
reporting to the NIH W are not, the NNH is not,

I nvestigating | RB oversight.
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Now with that said with regard to Penn., for
exanpl e, both FDA and OPRR are doi ng those
i nvestigations but | still think it is inportant,

Al ex, to recognize that where there was nonconpliance
as far as we know at this juncture is with regard to
reporting to the NLH Quidelines.

W have no reason to believe that both FDA
and the IRB did not get this informati on and nmake
appropriate changes to trials as they were proceedi ng
as a result of this adverse event. To that answer is
we still -- we still only have in all these trials and
all these patients one death that was related to gene
t herapy. W have no reason to believe that gene
therapy is any nore or |less risky than nmany ot her
areas of clinical research so | do not think this is
necessarily indicative of a faulty | ocal review
system | think that should not be -- you shoul d not
take it to go that far.

PROF. CAPRON: Wen you say you have no
reason to believe that the IRBs -- are you | ooki ng?
That is what | asked you. Are you |ooking to see
whet her the IBC s, the data nonitoring safety boards
and the I RBs knew about this? It is a question.

DR SKIRBOLL: That is a question perhaps you
shoul d address to OPRR The NIH does not -- the RAC
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does not go out -- we have -- the investigators are
responsible to report to us. W are going out and
maki ng sure they have processes in place but we are
not investigating whether those adverse events went
appropriately to the IRB. W do know t hey went
appropriately to the FDA and that, where appropri ate,
FDA made changes.

PROF. CAPRON: M inpression was until just
recently or maybe still today OPRR was part of the
Ofice of the Director but | guess --

DR SKIRBOLL: Wen | say "we," | nean the
RAC and OBA. | amnot speaking for OPRR or the NIH in
t hat respect.

DR SHAPI RO  (kay.

DR SKIRBOLL: So that is a different
guestion. Sorry.

DR SHAPIRO W can pursue the rest of this.

W have two mnutes left of this part because
| do have other people waiting which we nmust -- other
guests here.

Steve, you can use any part of two m nutes.

| apologize to Jimand Trish. W wll not
get to your questions.

Steve, you have two m nutes.

MR HOLTZMAN:  Yes. It is not a question.
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It is a request that sone of this discussion about the
nunbers and whatnot and then the plea for not having

t hese things confidential | think comes from maybe a

| ack of understandi ng about how the systemcurrently
functions. Al right.

There nmay be sonet hi ng speci al about gene
t herapy where this stuff should be i Mmediately
publ i shed but before we can get to that argunent we
need to understand and it would be useful, | think, to
the Comm ssion to understand if | had cone to Kathy
back when she was at CBER with IL-5 and | had an
adverse event and soneone el se cane down the path wth
IL-5, evenif | did not publish ny negative result,
she woul d not have |l eft themgo ahead with their IL-5.

Ckay.

So |l think if we could have sone
clarification of howit works with nonexceptional
drugs, non-enotive drugs, all right, we would then
probably get sone clarification about where the public
di scourse about cutting edge enotive things should
| ead us to have different kinds of policies.

DR SKIRBOLL: Can | just nake one statenent?

I think blink and it is going to change because there
I's a RAC working group | ooking at adverse event

reporting with the goal of harnonizing what is
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required by the RAC and the Food and Drug
Adm ni stration so that we will not have the kind of
confusion that you are descri bing.

DR MCKELSON: | also think that if soneone
were to cone along if there was an adverse event with
an IL-5 construct and soneone el se cane along with a
protocol for another IL-5 that potential patient
shoul d know t hat sonet hi ng happened in the first
trial.

MR HOLTZMAN.  What | neant was the
recombi nant pr ot ein.

DR M CKELSON: Ckay.

MR HOLTZMAN: Al right.

DR M CKELSON: Al right.

MR HOLTZMAN. Wy is it different? You
cannot get to that question until you understand how
it is dealt wwth in the non-enotive/ non-highly
charged, politically, rhetorically, enotional drug.

DR M CKELSON:. And that is sonething to | ook
at for the whol e context of drugs.

DR SHAPIRO That was quite a series of
adj ectives, Steve.

(Laughter.)

DR SHAPI RO Thank you very nuch.

| amafraid we are going to have to end it.
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| really want to thank the panel very nuch.

Dr. Patterson, | particularly apol ogize for
having interrupted you the one tine you attenpted to
speak.

| apol ogi ze and thank you very much for
com ng here today.

Thank you all very nuch.

W want to now nove directly now to speak --
go on to our next panel, which is inplenentation of
the comon rul e under a certain situation

And we have M chel e Russell-Ei nhorn here from
the Ofice of Protection of Research Ri sks.

Per haps we could -- Mchele, you can take a

seat at sone confortable spot there.

PANEL 11: | MPLEMENTATION OF THE COMMON RULE

MB. RUSSELL-EINHORN: Is this on?
DR SHAPIRO That is on and what we area
dealing here with is the case of revising of the

expedited review categories in the case of classified
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research, which is -- that is right. It is under tab
3E, as you can see, in your agenda.

M5. RUSSELL- ElI NHORN:  Ckay.

DR SHAPI RO | apol ogi ze for keeping you
wai ting.

M5. RUSSELL-EINHORN: That is okay. No
problem Maybe | can get you all back on tinme again.

Thanks for the opportunity --

DR SHAPI RO That woul d be great.

M5. RUSSELL-EINHORN: -- to be here. | was
asked to address two regulatory actions relating to
the Common Rule but what | wanted to do first was to
go over sone -- to go over the regulatory structure of
the Cormon Rule and | apologize if what | am about to
discuss is basic but it is a rather conplicated system
and I want to nake sure that we all share the sane
under st andi ng of how the rul e works.

This is the federal policy for the protection
of human subjects and it is a policy. It is not an
enforceabl e mechanismuntil a specific agency codifies
the policy. There are -- one of the handouts that you
received fromne is called "Attachnent 2." | do not
know if it is easily accessible.

DR SHAPI RO Yes.

M5. RUSSELL-EINHORN: But it is a list of --
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in the first part of the agencies and departnents that
are signatories to the Conmon Rul e and the second part
is a list of the agencies and i ndependent departnments
and agencies that are not signatories.

There are 15 agenci es that have separate
codifications of the Cormon Rule. The Ofice of
Sci ence and Technol ogy Policy accepts the policy. The
ClIAis bound to follow it by executive order and the
Social Security Admnistration follows HHS rul es by
statute.

O her than those agencies, no agency,
departnent or independent agency is required to
provide the twin protections of institutional review
board review and inforned consent for research
conduct ed, supported or regul ated by those agencies.

So, for exanple, we know that there are
several agencies such as the Departnent of Labor, the
Appal achi an Regi onal Comm ssion and ot hers that do
conduct research and those agencies are not required
to conply wwth the federal policy for the protection
of human subj ects. So that is the basic
regul atory structure.

The two exanples -- actions that | have been
asked to discuss: One is called the "interimfinal

rule pertaining to additional protections for human
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subjects in classified research,” and that is what |
am going to begin wth.

You shoul d have received in your handouts the
President's Executive Menorandum dated March 19, 1997,
and a copy of the InterimFinal Rule that is being
distributed to the agencies, the signatory agencies
for signature.

Very briefly because | did give you a
handout, the interimfinal rule would create the first
amendnent to the Conmon Rule. It would be a Section
125. It is in specific response to a presidential
executive order dated March of 1997. That
presi dential executive nenorandum called for
addi tional protections for human subjects in
classified research and is actually very, very
speci fic.

It does not call for a discussion of what
protections should be considered. It calls for very
specific things such as a nonfederal menber on the
IRB. It calls for agency review of those deci sions,
et cetera.

W started off by drafting this as sonething
called the "Notice of Proposed Rul enaking." That

nmeans that we woul d take a proposed rule, put it in

the Eederal Reqgister, probably ask for coments during
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a period of 90 days, get those comments, review them
integrate them and then publish a final rule.

The problemis that we are dealing with the
Common Rule and in order to change the Common Rule we
have to have the 15 agencies that have separate
codifications of it agree to the Notice of Proposed
Rul emaking. So let's assune that 15 of you sitting
around this table are secretaries or admnistrators of
federal agencies and Dr. Meslin is OPRR

And in our Notice of Proposed Rul emaking in
paragraph D we have the words "witten determnation”
and seven of the agency heads based on advice from
their Ofice of General Counsel and their senior
pol i cy advisors believe that the words "witten
determ nation” really are worthwhile and should be in
par agraph D and the ot her eight agencies disagree.
You all want oral determnation and so now Dr. Meslin
has the job of figuring out how to nedi ate between
t hese 15 agenci es. It is not easy and it does not
al ways wor k.

W actually were lucky on the Notice of
Proposed Rul emaking to get a rule that we sensed
peopl e coul d agree upon. W did get nine agencies'
signatures. W do not quite know what happened to the

other six. D dthey disagree with it? D d they just
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not have an interest in signing?

| did have di scussions with sone agencies
that did not want to sign the Notice of Proposed
Rul emaki ng because they do not conduct classified
research and they did not feel that they should put
their agency's signature on a docunent that really did
not apply to the work of the agency.

In June of 1998 two things happened. There
was a lawsuit brought by the International Commttee -
- let's see if | can get the nane right -- the
International Committee on Ofensive M crowave Vapons
-- seeking to have the NPRM i npl enented i mmedi ately.
They want the protections. And this was defended by
the U S Attorney in US. District Court and
ultimately di sm ssed.

At about the sane tine the Wite House Ofice
of Science and Technol ogy Policy received concurrence
fromthe Wite House to change the NPRMto an interim
final rule because of the tine it was taken to get
agencies to sign off on this.

And so we took back the NPRM fromthe
agencies. W reformatted it as an interimfinal rule
and an interimfinal rule nmeans that it woul d get

published in the Eederal Register. It would be

effective imediately but we would still take comrents
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on it so the public would have an opportunity for
input and at a |ater date we would integrate and
change the interimfinal rule if necessary.

W passed around the interimfinal rule for
signature in January of 1999 so that is about 13
nont hs ago and we now have nine signatures on the
interimfinal rule. W have six agencies that have
not signed. W have one agency that has suggested it
may not sign because it does not believe it should be
going forward as an interimfinal rule.

That is basically where we are at right now
but et ne give you a mnute or two about the process
we went through. OPRR has captained this whole
activity. W have used the National Science and
Technol ogy Council Human Subj ects Research
Subcomm ttee as the vehicle for getting different
drafts to the signatory agencies. W have gone
t hrough the conmttee tine after tine with drafts and
asked for their input, asked themto take it, the
drafts to the Ofice of the General Counsel, to their
senior policy advisors. W have had to take comments
fromall the different agencies, integrate them
t oget her, get people to agree on themand so forth.

So to wap up the discussion of the interim

final rule, we started the project in March of 1997.
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VW need to get 15 agencies to sign off on this. W
have ni ne agencies so far and we are waiting for
signatures from si x other agenci es.

The ot her activity that involves the Comon
Rule is the 1998 revision of the expedited review
list. The -- in 1981 -- so this is ten years before
the federal policy was published -- the Departnent of
Heal t h and Human Servi ces published a |ist of research
activities which could be reviewed through expedited
revi ew procedur es.

The Common Rul e published ten years |ater
I ncorporated by reference this expedited review |i st
in Section 110 and, very briefly, expedited review of
research is permtted if the research is no nore than
mnimal risk and it falls within a category on the
expedited review |ist.

It is very inportant to note that the fact
that research can be expedited does not nean that it
is easier to waive consent. All the other
requi renents of the Common Rule apply. | like to say
it really only neans that the nunber of people on the
| RB who have to | ook at the research decreases. O her
than that there is nothing different about it.

So who can change the expedited review |ist?

This is a very different process than trying to have
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an interimfinal rule on classified research taking
the formof an amendnent to the Common Rul e.

Section 110 in the Common Rule not only
descri bes the circunstances under which an expedited
reviewis permtted but notably it permts the
Secretary of HHS to anend the list "as appropriate
after consultation with other departnents and agenci es
t hrough periodic republication.”

So there is no requirenent that the other
agencies codify the expedited review |list and because
of that this was a very different procedure. Over the
years we had recei ved suggestions about changing the
expedited review list. W began the process in Mrch
of '97 around the sane tinme the classified research
rule activity began.

Agai n we used the auspices of the |Interagency
Human Subjects Commttee as a neans of getting
comments on the drafts, as a neans of getting draft
lists to different agencies for coments, and we
wor ked very closely wth the Food and Drug
Adm ni strati on.

And not to get too conplicated, there is two
different lists actually. There is an OPRR |ist and
an FDA list but I will be speaking generically in

terns of the OPRR | st.
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VW worked with the DHHS O fice of the General
Counsel. And, as noted in ny handout, the sense was
that we were not required by the | anguage in the
Common Rule to put this proposed list out for notice
and comment .

W t hought this would be a worthy addition to
the process so we did so anyway and i n Novenber of
1997 only nine nonths after we began the revision
process we published a proposed |ist for public
comment in the Eederal Reqgister.

W had a 120 day comment period. W received
108 comments, which is quite different fromthe 22,000
comments, which |I understand the Stem Cell Council has
received. So the 108 were actually very easy to deal
with. W revised them

The drafts went back to the Interagency
Comm ttee, back to the agencies for coment, and then
because OPRR only had to consult with the agencies we
published a final |ist on Novenber 9th, 1998, so we
are really tal king about a year and nine nonths from
the tinme that we started the process.

To summari ze, there have been these two
actions recently. These are the only actions
I nvol ving -- regulatory actions involving the Common

Rule. One is an attenpt to anmend the Cormon Rule. W
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require -- we have to get the signatures of 15
agenci es.

And the other process was different because
the Cormon Rule within its confines set forth a very
separate procedure that gave one agency the authority
to go forward with the process.

So that is basically a brief overview of what
has been going on for the |ast three years.

DR SHAPIRO Wll, thank you very nuch and
t hank you, also, for very concise and appropriate
review It really highlights the differences and it
Is an inportant issue for us as we go forward and
t hi nk about any nodifications we m ght want to nake,
how we m ght go about meking them what is effective
and not .

So | think these two cases are really very
hel pful to | ook at as exanples and | really thank you
very much for your very clear presentation and al so
for the material you provided for us. It was very
hel pful to ook at this so thank you very nuch.

Let me now turn to the Conmm ssioners for
guesti ons.

Any questions about this?

Larry?

DI SCUGSI ON W TH COMM SO ONERS
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DR MIKE Can this nutty system be changed
by a presidential directive or do you statutory
aut hority?

(Laughter.)

M5. RUSSELL-EINHORN: | believe we need
statutory authority but HHS General Counsel's office
woul d have the exact answer to that.

DR SHAPI RO Rnhet augh?

DR DUMAS: | know that OPRR does
i nvestigations on site. Do you routinely do
I nspecti ons?

M5. RUSSELL-EINHORN. Well, thisis alittle
beyond ny presentation and Dr. Tom Puglisi is here,

Di vi si on of Human Subjects Protections, and Gary Ellis
is here, too.

DR DUMAS: Ckay.

M5. RUSSELL-EI NHORN: So maybe if you do not
mnd if Tom conmes up to hel p answer this question.

DR SHAPIRO Not at all.

DR PUGISI: W do not do routine
I nspections as does FDA. W w Il do an occasional not
for cause site visit on the order of zero or one per
year.

DR DUMAS: GCkay. Thank you

DR SHAPI RO Thank you.
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Any ot her questions from Conm ssioners on
this issue?

Yes, Al ex?

PROF. CAPRON: Since Dr. Puglisi is at the
table may | ask you the question that | could not get
an answer fromDr. Skirboll on?

(Laughter.)

PROF. CAPRON: Have you | ooked at the 652 or
for that matter the 691 total reports of serious
adverse events to know whether the IRBs at those
institutions had received reports as required in their
assurances and had taken whatever actions were
appropriate?

DR PUGISI: Ckay. Let nme just outline what
i's required under the regulations in answering that
question. Institutions are required to report to OPRR
any unanticipated probleminvolving risk to subjects
or others or any serious or continuing nonconpliance
with the regul ati ons.

So it is likely that sonme subset of the 600
and sone adverse events that were identified by the
Ofice of Biotechnology Activity shoul d have been
reported to OPRR

The only one that | can tell you for certain

was reported to OPRR was the incident at the
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Uni versity of Pennsyl vani a.

In general, it is OPRR s feeling that
unanti ci pated probl ens are under reported to OPRR W
recently did an inventory of the unantici pated
probl ens that have been reported to us over the |ast
three years. W found that in all areas OPRR receives
about one to three reports per week.

Now when you consi der how nuch human subj ect
research i s being conducted, one to three reports per
week comng to OPRR seens to us |ike significant under
reporting of unanticipated problens. However, we have
not done an inventory of all the unanticipated
probl ens that went to individual | RBs or conpared what
was sent either to Ofice of Biotechnology Activities
or the FDA with what was reported to us.

PROF. CAPRON:  You can understand, | think,
the sense of this Commssion that to the extent that
we are relying on IRBs and our other reports as bodies
which will be able to respond to particul ar probl ens
Wi th subjects with dimnished capacity, with the stem
cell work, and so forth that the notion that the
actual operation, how well IRBs are doing on this
i ssue, is of great concern to us.

What | am concerned about as | hear this is

we have already | earned that despite the expectation,



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

97

which | think is inplicit in the NLH Quidelines for
Reconbi nant DNA that there will be conmmuni cation
between FDA and NIH, and despite this fact that the
FDA and NI H have now said that fromnow on they w |
make sure that conmuni cation does, indeed, exist, it
did not exist and NIH was | earning -- FDA was | earning
stuff that NI H should have known and did not know.

What | am concerned about here is the sense
that now the O fice of Biotechnology Activities is --
has | earned thi ngs whi ch have not apparently caused
OPRR to go and say, "Which were the institutions
I nvol ved?" Let's take this as an occasion to see how
well their IRBs were operating, not in a punitive
sense but just this is a window into the process and
it is the kind of window -- we do not have a staff to
do this sort of thing but it is a windowthat | would
| ove to know soneone has | ooked through and sai d,
"Well, it turns out that although these 691 events
were serious adverse events they did not qualify for
the sort of things that required i nmedi ate reporting
as unanti ci pated probl ens because they were known to
be a risk and they are not a surprise.”

DR PUGAISI: That is --

PROF. CAPRON: Neverthel ess, | gather they

are supposed to be part of the annual reporting
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process. Even ones that are not unanticipated should
be part of the annual reports that |IRBs review

Again a question if this is seven years worth
of events were they reviewed by IRBs? D d they insure
t hat the ongoing research continuing over a second
year took into account in the level of risk, in the
i nformed consent formthese experiences that were
turned in even if they were not in the category of
t hey were serious adverse events but nmaybe not
unanti ci pat ed.

These are the kinds of questions | would | ove
to know before we wite a report on the oversight
process and either say we are pretty confident that it
I s going on or nobody knows whether it is going on.

DR PUGISI: That is a very, very serious
concern and it is one that has concerned us as well.

W are beginning to | ook at the question that
you have raised. | nust tell you that it will take us
a significant amount of tinme and a significant amount
of staff power in order to be able to do that and | do
not know how long it is going to take to exam ne al
of those.

Secondly, | can give you sone anecdota
information. | have conducted or have been invol ved

with probably 40 site visits to institutions where we
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had identified problens over the | ast ten years.

| can tell you in every one of those site
visits we felt that investigators were not reporting
unantici pated problens to the IRBin a tinely fashion.

It is a problemeverywhere as far as | can tell from
t he anecdotal experience that | have.

DR SHAPIRO \Well, it seens --

PROF. CAPRON: Do you suspend assurances in
all of those cases until they correct it or is that --

DR PUGISI: W have done that, yes.

PROF. CAPRON. But not in all of those --

DR PUGISI: Usually -- not in all of those
cases. Usually we have found that in the context of
many, many other problens. So that it has not been
the catalytic event that caused an assurance to be
suspended.

DR SHAPIRO | judge from what has been said
both here as a result of this discussion and as wel |
as what was said earlier today in the other discussion
that that really is a problem

| nmean, it is just conpletely obvious in that
we ought to -- we do not have all the nunbers but --
and that woul d be hel pful if we knew nore but whet her
we have those nunbers or not it is quite clear at

| east on the basis of what peopl e have appeared before
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us that this is really a serious problem

Tom this is going to be the |ast question
ri ght here.

DR, MJRRAY: Yes. Actually Tom Puglisi and
M chele are wel cone to comment on this but really I
want to share with the Comm ssion sonething | |earned
Monday, which is when one | ooks at adverse events
there are at |east three di nensions of appraisal.

One is seriousness and that is clear that is
a continuous scale, that is pretty clearly true
al though we tend to chunk it into sort of serious
defined sone way and then life-threatening or fatal as
a kind of additional category, and then nonseri ous.
They tend to -- seemto -- seens to functionally be a
t hree category schene.

The second di nensi on was unantici pated. Al ex
has nenti oned that.

Now, you know, unantici pated coul d nean, you
know, if this one operational definition of
unanti ci pated is sonething not included on the consent
form So if the consent formincludes as one of the
possi bl e conplications "death” that is not
unantici pated. Ckay. It is inportant to bear that in
m nd.

Nunmber three, the third |l evel is associ at ed
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with. And here the operational definition will be
very inportant as well as will be the process. Wo --
what counts as "being associated with the

I ntervention" and what counts -- and who nakes the
deci sion whether it is associated with or not?

Those three di nensions of appraisal and their
definitions will turn out to be very inportant in what
gets reported when and to whom

DR SHAPIRO | think that is clearly right,
Tom and thank you very nuch. That is hel pful.

It is also -- sonething | have put in the
back of ny mnd is when asked about these questions
when people are actually dealing with this and having
the responsibilities to deal with it, people referred
a nunber of tines to being under resourced in the
area. That neans to ne that they see sonethi ng needs
to be done and cannot do it perhaps for good reasons.

I amnot in a position to judge that and so
it seens to nme that, you know, the nmessage we are
getting here is pretty clear and strai ght forward.

Marjorie, before we break, do you want to say
a word?

DR SPEERS. Yes. | wanted to thank M chele
for her clear, concise and crisp presentation and nmake

sure for the Comm ssioners that you did not mss sone
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of the very inportant points that Mchele nade and if
they are not clear then | would like you to quiz her
on them

The first is that she said that the Common
Rule is federal policy. It is not regulation.

And make sure that that is clear and that you
understand that, that the Common Rul e becones
regul ati on when each of the federal agencies that has
signed on to it nakes its own regulation and then it
becones enforceable within those agencies.

And that the Conmmon Rule nowis silent on how
changes shoul d occur with the exception of the
expedited category, which is one of the reasons that
every tinme we want to nmake a change there is not a
clear office or entity that has responsibility for it,
nor is there a swft process procedure that allows
t hat change to occur, and a good exanpl e has been
trying to develop regulation for classified research

If you -- if that is all clear to you, fine,
then let's go to the break. |If not, or if | have
m sstated then clarify it for ne.

DR MIKE  Excuse ne. But can | ask then if
it is federal policy and not federal |aw, why do we
need a lawto change it? If it is a federal policy it

was determ ned by sone process other than statute.
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DR PUGLISI: The policy becones regul ation
when a specific departnent or agency adopts it and
codifies it in the Code of Federal Regul ati ons.

DR MIKE That is why | say can't there be
a presidential directive that tells the departnents
you will do et cetera?

DR PUGISI: Wll, we thought we had one
with the presidential directive that essentially
di ctated the | anguage that should go into a
nodi fication of the Common Rule for classified
research

This is the easiest possible scenario for
changi ng the Cormon Rule. The President says you are
going to change the rule and you are going to change
it in this manner and dictates the | anguage.

Even under that best possible scenario it is
taki ng us over three years to get that change
I mpl enment ed.

So | guess the answer to your question is
theoretically the President could order each agency or
cabi net secretary to nmake the change. |In practice it
does not happen very quickly.

DR SHAPIRO Gary, you had a brief response?

DR ELLIS: One brief response. A direct

response to Larry's specific question. |In 1996, I
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personal | y begged the Wiite House Donestic Policy
Council to nmake the classified research change by
presidential order and the Wite House | egal counsel
said they did not believe they had the authority to do
that and that is why they went this route.

PROF. CAPRON. But isn't it true that that is
not an issue of a statute restricting -- the national
-- the 1974 National Research Act requires
institutions to establish IRBs and it puts certain
requi rements vis-a-vis the inforned consent.

But the regulations that were then in place
and were put in place in the '80s and then the 1991
Common Rule are the result of agency action and
collectively known as the Common Rul e but as has been
said for each agency binding when the agency -- the
secretary or the agency director signs off on them but
t hose are changed wi thout requiring statutory action.

So your question is a good one. It does not
require a statutory change for that to be achieved.

Wiy the President just does not pass it
around in a cabinet neeting and say, "Wy don't you
all -- look, I ampassing this down, sign it and pass
it back to ne," is another question.

(Laughter.)

DR ELLIS: | asked.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

105

(Laughter.)

DR SHAPIRO Well, thank you very nuch and
t hank you all very much.

W are going to take -- Eric wants to nake a
bri ef announcenent and then we are going to take a 15-
m nut e break

Eric?

DR MESLIN  For the several journalists who
are here today in the audi ence who would like to spend
a fewmnutes with Dr. Shapiro and | at the break, you
are wel conme to do so, so that we can respond to
guestions about the oversight report in general.

Journalists can neet in the registration
table and we will take you to the room where that
opportunity will be available to you and we will cone
back at --

DR SHAPIRO Fifteen mnutes. Let's try to
make it at a quarter to. Thank you.

(Wher eupon, a break was taken.)

DR SHAPIRO Al right. | would like to get
this part of our neeting underway. At this early tine
in the norning we are already on our third panel so
t hank you very, very nuch for being here. W
appreci ate your presence.

Let nme turn to Marjorie to introduce this



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

106

panel .

Marjorie?

DR SPEERS:. Thank you.

Just to rem nd the Conm ssioners, the purpose
of this panel is to |learn about two alternative
regul atory systens, two alternative oversi ght systens.

Bot h of these nodels were referred to in John
Fl etcher's paper to the Conm ssion when you were
consi dering the placenent of OPRR

The first panelist today is D ane Flack. She
is with the Nucl ear Regul atory Comm ssi on.

And our second panelist is Jane Ley who is
with the Ofice of Governnment Ethics.

W are going to hear from both of them about
their structure and function and then we will open it
for questions.

DR SHAPI RO Thank you very much. | take it
we are going in al phabetical order unless there is
sone reason to do ot herw se.

Ms. Fl ack?

PANEL 111: ALTERNATI VE FEDERAL
REGULATORY SYSTEND
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SAFETY AND SAFEGUARDS
NUCLEAR REGULATORY COVM SSI ON

M5. FLACK: | amnot sure -- is this on?

DR SHAPIRO Yes, that is on. That one is
on.

M5. FLACK: Ckay. Good norning. Thank you
for inviting the Nucl ear Regul atory Conm ssion to
speak today.

| want to point out before I go any further
that | am speaking as an individual. The nanagenent
at NRC has not | ooked over ny viewgraphs, talked to
me about what | amgoing to say. | guess there is an
el enent of trust and enpowernent there. | do not know
whet her that is good or bad but anyway | just want to

make sure that you are aware of that.

(Slide.)
As was noted, | amw th the Nucl ear
Regul atory Conmi ssion. | ama senior health physicist

in the Rul emaki ng and Gui dance Branch, which is very
appropriate for your topic this norning.

| was a nmenber of the task group that
devel oped Part 20, which is the Radi ation Protections
Standards that NRC uses. And | ama currently a
menber of the working group that is revising our

medi cal use regul ati ons.
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(Slide.)

| am pl eased to speak today on NRC s
regul atory structure for ensuring the safe use of
nucl ear materials in the United States and, in
particular, to touch upon two issues that you asked to
hear about, the relationship between NRC and ot her
federal agencies, and on how NRC regul ati ons are
devel oped and enforced.

To cover those topics this is a brief outline
of how | propose to cover it.

(Slide.)

It is actually a pretty clean way of
regulating. It started out with the Atom c Energy Act
of 1954 which enpowered the Atom c Energy Conm ssion
to establish rules, regulations and standards to
govern the use or possession of nuclear materials as
deened necessary to protect health or m nimze danger
to life or property.

In the early '70s the Atom c Energy
Conmmi ssi on cane under increasing attack for its dual
responsibilities for both regul ati ng and devel opi ng
t he nucl ear technol ogy.

The question arose of whether they should
Ccreate separate agencies to pronote and to regul ate

civilian uses of nuclear energy and this concept
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gai ned particul ar support during the era of oil
enbargo and energy crisis of 1973-74.

As a consequence of that President N xon
responded to the energy crisis by asking Congress to
create a new agency that could focus on and presunably
speed up the licensing of nuclear plants.

(Slide.)

Therefore, the regulatory authority was
transferred to the Nucl ear Regul atory Comm ssion by
t he Energy Reorgani zation Act of 1974, as anended and
that is the basis for our regulatory authority today.

In order to carry out that regul atory
authority NRC has devel oped a m ssion and that is on
this vugraph. "The regulation of the nation's
civilian use of byproducts, source and special nucl ear

material..." and then the sane words that were way

back in the Atom c Energy Act "...to ensure adequate
protection of public health and safety to pronote the
conmon defense and security and to protect the

envi ronnent . "

One of the things that you will note is that
this is a very narrow regul atory basis and authority
whi ch makes it very nice for us.

(Slide.)

How do we acconplish this mssion? W have
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several different conponents.

One is the licensing process for nucl ear
facilities and also the |licensing, the possession, use
and di sposal of nuclear nmaterials.

W have the devel opnent and i npl enentation of
regul ations to govern those |icensed activities.

W have the inspection programand we have
enforcenent prograns to assure that there are -- the
| i censees are conpliant with these requirenents.

(Slide.)

The NRC regul ations are found in chapter 1 of
Title X, which is "Energy" of the Code of Federal
Regul ations. Your particular interest would be in a
part of Title X, part 35, which contains the
regul ati ons for the nedical use of byproduct material.

These regul ati ons are binding on all persons
and organi zati ons who receive a license fromNRC to
use nuclear material or operate facilities.

(Slide.)

How do we devel op regul ati ons? W have a
standard rul emaki ng process and one of the nain
focuses on this rul emaki ng process, and it becones
nore and nore so every year, is to involve the
st akehol ders.

Wth the Part 35 exanple that we are
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currently working on we started to involve the

st akehol ders, essentially the entire nmedical conmunity
that woul d be inpacted by the changes in Part 35, way
bef ore we even put pen to paper.

And we -- in the old process you had one set
-- one opportunity for public conment when the
proposed rul e was published but that is no | onger the
case. W involve the stakeholders all the way
t hr ough. | think this is very, very inportant and
it has worked very well with the devel opnent of our
medi cal regul ati ons.

Under the standard process we do have to have
an identified need, though, before we can initiate any
rul emaki ng and then we have to develop a plan for the
rul emaki ng. W devel op a proposed rule. It has to be
approved by the Commssion. It is published in the
Eederal Reqgister for a public coment and then we
devel op a final rule.

(Slide.)

| think this is inportant. These are sone of
the needs for rulemaking: Petition for rul emaking
fromlicensees, fromprivate citizens, whatever. 1In
the Part 35 rul emaki ng we have addressed a petition
fromthe University of Gncinnati. User need nenos,

Conm ssion directors, EDO directives, congressional or
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executive branch

So there are multiple ways that we can --
mul tiple reasons why we initiate a rul enaki ng.

(Slide.)

How are our regul ations enforced? There are
two different prograns. One is the inspection program
and the other one is the enforcenent program

The inspection activities are primarily
carried out in our regional offices and there are four
of themthroughout the United States and the
enforcenment functions are centralized in headquarters
I n Rockville.

When our inspectors go out to visit the
| i censees they are |ooking for violations. They are
| ooking for themfor several reasons, not just to, you
know, to fine |icensees but rather they are used as a
deterrent to unsafe practices and use of radioactive
material, and al so to encourage pronpt identification
and pronpt correction of the practices and procedures
that led to the violation.

VW have three different enforcenent sanctions
that we can use for those |licensees that do not follow
our regulations. Notices of violation: that just
basically notifies a licensee that they do have a

vi ol ati on.
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CGvil penalties or fines and orders. There
is a large range of orders that we can use. W can
i mpose civil penalties. W can have a |licensee
nodi fy, suspend or we can even revoke their |icense,
or the order just mght require corrective actions.

So that is essentially what NRC does. As |
said, we have a clean authority. W have a clear set
of ways of devel opi ng regul ati ons, inspecting agai nst
t hem and enforcing them

(Slide.)

The other part that | was asked to tal k about
was the rel ationship between the NRC and ot her federal
agenci es, how we work with other federal agencies.

One of the ways that | picked out are MUs. W have
MOUs with a nunber of agenci es.

Probably the one of greatest interest to you
all inthis roomis the one wth the Food and Drug
Adm ni stration, where we share infornati on on nedi cal
devi ces, drugs and bi ol ogi ¢ prograns.

As you know, the FDA is responsible for
assuring the safety and effectiveness and proper
| abel i ng of nedi cal products, including drugs, devices
and bi ol ogi cs.

NRC, on the other hand, is responsible for

i censing and regul ati ng nucl ear nmaterial and
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facilities.

Sone of the things that we do as a result of
this MU is to informeach other of potential health
probl ens. For exanple, malfunction of devices. W
share informati on on new technol ogi es and we have an
annual neeting to discuss any other issues.

(Slide.)

Another way that | think is a very good nodel
for agencies to work together are interagency
conmttees.

For ten years, from 1984 to 1985, the Science
Advi sor to the President established the Commttee on
I nt eragency Radi ati on Research and Policy
Coordination. | was fortunate to be on that staff
for ten years. That commttee was set up under the
Federal Coordinating Council for Science, Engineering
and Technol ogy.

In this exanple, you take every agency t hat

has an i nterest . In this case, radiation issues.
It was very broad. In your situation it would be a
much snaller -- nore narrow focus.

There were 18 nenber agencies in the Federal
Government that belonged to the committee and
supported the commttee.

Wiat did it do? It coordinated radi ation
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matters anong the nenber agencies, eval uated radiation
research and provi ded advice on the formation of
radiation policies. It was a neutral forum where

menber agencies could resolve radiation issues to best

serve national interests. | think it worked very,
very well. A good nodel to follow
(Slide.)

There is currently a followup to the C RRPC

commttee, another interagency conmttee. It is a
little smaller. It has several -- seven nenber
agencies. This one is called "ISCORS," |nteragency

Steering Commttee on Radi ati on Standards.

There were seven agencies, but then | noticed
l ast night, in 1998 they added anot her one, the
Depart nment of State.

It has simlar functions to what the C RRPC
commttee did and that is to foster early resol ution
and coordination of regulatory issues associated with
radi ati on standards.

Sonme of the objectives were to use consi stent
and scientifically sound risk nunbers and use risk --
scientifically sound risk rmanagenent approaches in
setting and inplenmenting standards for occupati onal
and public protection.

So those -- | think that is a good way for



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

116

di fferent agencies to work together.

The other one that is not on there is
sonet hing that mght be patterned after the federal
gui dance. The federal guidance for radiation
protection standards is housed in the Adm nistrator of
the Environnental Protection Agency. It requires sign
off eventually by the President but it involves all of
t he agenci es. So that would be a third nodel that
you m ght follow

| brought a couple docunents that | am goi ng
to leave with the Comm ssion. A couple of themare
just information on the NRC and the regul atory
process.

There is a history of regulation, "The first
25 years of NRC." There are two docunments on the two
different interagency commttees and one which --
unfortunately it is nmy only copy right now but | would
be glad to have them xeroxed -- is a docunent that I
co- aut hored which are across the board radiation
protection standards and gui des.

The reason why you mght be interested in
this is it provides the legal and the technical basis
for the standards and regulatory authorities for al
of the federal agencies that have to do with

radi ati on.
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DR SHAPIRO Wll, thank you very, very
much.

| would ask Comm ssioners really to hold
their questions until we hear fromthe other nenber of
the panel. Then we can address our questions to
ei ther nenber of the panel.

Ms. Ley?

That is it. You are on.

JANE LEY, J. D
DEPUTY DI RECTOR FOR GOVERNVENT
RELATI ONS AND SPECI AL PRQIECTS
OFF| CE OF GOVERNVENT ETH CS

M5. LEY: Wll, | amvery pleased to be here
this norning to talk to you about the structure that
the Ofice of Governnent Ethics has in place for the
Executive Branch Ethics Program

And | feel that many of the experiences, both
good and bad, that we have had over the |ast 20 years
may be of interest to you because we have sort of gone
fromone kind of programto another over this period
of tine.

Let nme give you just a little bit of
background. The Ofice of Governnment Ethics is a
smal | federal executive branch agency established by

Et hics in Governnent Act, so we have a statutory
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basi s.

The purpose in the Act said we are to provide
overall direction of executive branch policies related
to preventing conflicts of interest on the part of
of ficers and enpl oyees of the executive branch.

Basically we are a policy devel opnent and a
prevention programoffice. W have sone limted
enf orcenent powers, but we are not an enforcenent
agency per se.

At the tinme the office was created there were
already in place a set of crimnal conflict of
I nterest statutes that had their basis in the Gvil
War period and beyond, and if an enpl oyee's conduct
was egregious enough it would be prosecuted by the
Depart ment of Justice as a crine.

And nore inportantly, | think for your
experience here, there was a set of adm nistrative
standards of conduct for all officers and enpl oyees,
and those were standards that agency heads were
required to have their enpl oyees adhere to and the
penalties for that woul d have been reprimand through
di sm ssal

So they were -- it covered a nuch broader
range of m sconduct. Not sonething that you woul d get

throwmn into jail for doing, but sonething they just
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did not think at |east executive branch enpl oyees
shoul d engage in that kind of conduct.

These came about in 1965, the basis for those
adm ni strative standards of conduct was a 1965
executive order. The President Lyndon Johnson issued
this order.

It started in the Kennedy -- when President
Kennedy was still alive, but it was actually issued by
Presi dent Johnson and he directed the then G vil
Service Comm ssion, which is now OPM-- it is the
federal agency responsible for personnel issues -- to
I ssue a set of nodel ethics regulations based on the
principles that were in this executive order he
I ssued.

Those were issued and | think that they were
about four pages long. Every agency of the executive
branch was then told they could wite their own
regul ati ons based on that nodel. They could not be
i nconsistent with it, but they could be nore extensive
and each agency would then interpret and enforce their
own regul ations.

Now, as you can inmagi ne, there becane --
there was wide disparities in the interpretation and
enforcenent of the very sanme words, agency by agency.

| nean, in the area of gifts -- now over a few years
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| should say -- in the area of gifts we woul d have an
agency saying, "No, you cannot take a cup of coffee,"
and anot her agency say, "Sure, you can go on the QE |
as long as you nake a presentation at sone point al ong

there and take it all,"” using the sanme words.
In 19 -- basically as a result of Watergate -
- 1 think we were created as a response to “you have

got to do sonmething nore than just prosecute people.”

You have to try to get out there and do sone
prevention as well and nmake it nore clear to enpl oyees
what the standards are or what should be the m ni num
standards at |east for federal service, and that is
why OGE was creat ed.

| have to tell you initially I -- | have been
there since the beginning. W started out all in one
roomso we did not have nuch resources to do this for
then three-and-a-half to four mllion executive branch
enpl oyees. But what we did do was put together a
basi c structure for how we thought the program ought
to work.

Basically we said we are not enforcing these
rules in the executive branch. W do not have that
authority. W said every agency head is responsible

for the enforcenent of the rules in his or her agency
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and | think that as a managenent tool is the exact
sanme -- is the exact thing to do because you nust make
t hat agency head responsi bl e.

If you take that authority away, you al so
take the authority away fromthe agency head to
actual ly have any control over the kind of conduct
that you were trying to prevent.

Now we di d not expect the agency head to do
the day-to-day program so we also said every agency
head had to pick an ethics official, a primary ethics
official with which our office would work and we woul d
then run the executive branch program basically
t hrough the ethics officials. And the agency had to
provi de the resources to make sure that it was running
properly in its own agency.

W basically -- let's see. In our area we
deci ded there were four major things that we woul d be
doing and we still do those today. W set the
policies. W wite rules and regul ati ons and we make
recommendati ons for statutory changes. W provide
gui dance and interpretation of what those policies --
you know, those regulations and rul es-- are.

W provide it to the ethics officials and the
ethics community and we provide it to enpl oyees when

they find us. And the phone directory, they kept
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| osing us for years, nobody could, you know, publish -
- the Bell Tel ephone said we did not or whoever, the
phone conpany said we did not exist.

W provide training and educati on prograns
for the ethics officials, and we then try to devel op
sone training and education prograns that ethics
officials could use to get -- to train their
enpl oyees.

And, finally, we would -- when we finally got
enough authority, or not authority -- we had the
authority to start with. It was the resources. W
started to go out to agencies to see if they were
actual ly doing what we were telling themthey were
supposed to do, so we started evaluating their
progr ans.

So that is the basic structure of how our
office was -- we envisioned the office to work and it
real |y has not changed over the |ast 20 years.

Initially, however, when we were created we
had to throw nost of our resources toward giving
gui dance on a new post enpl oynent | aw and establ i shing
a financial disclosure system which | am sure nmany of
you woul d prefer we had not, but we have, and we are
required to do that. But what we found is that

agencies were still all over the | ot about these 1965
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regul ati ons they had in place.

So in 1989 when President -- as part of the -

- well, actually as part of the el ection canpaign,
Presi dent Bush -- then President Bush basically said
that he would -- he wanted to have one set of

standards of conduct for the higher executive branch.

So in 1989 by executive order we, OCE, were
directed to wite one standard set of standards of
conduct for the entire executive branch. Agencies
coul d nmake additions to that but they could not change
it in any way and additions would be, for instance, if
an agency has a specific statute it would say that
enpl oyees of that agency may not hold
t el ecomuni cati ons stock.

VW would allow themto make an addendumto
t he standards of conduct saying “and for the FCC you
cannot hold that.” Al those regulations had to be
approved by us first and they are all published with
ours. They are not published el sewhere so people
cannot find them

W issued a proposed regulation -- well,
first of all, we started with a nunber of neetings
with all the ethics officials. W tried to get sone
sense of where everybody was. W had a new executive

order. W finally issued a set of proposed
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regul ati ons and we got over 1,000 coments. Most of
whi ch cane frominside the governnent but sonme of them
did not.

Sone of them cane fromthe outside because,
of course, we were dealing with gifts and outside
responsibilities. Things that -- it was the conduct
of the federal enployee but there was a second party
I nvol ved in the conduct and they were on the outside
and they had comments they wanted to rmake as wel | .

W took into consideration all those
publ i shed corments. W again had a nunber of neetings
with ethics officials and other interested parties and
then we finally published the final standards of
conduct in 1993 and they becane effective in 1993. W
publ i shed themin the summer of 1992 and gave
everybody six nonths to try to get their enpl oyees up
to speed.

And then we put on a big push for training
and education and then revi ewi ng agency ethics
progr ans.

Agai n the agency head still remains
responsi ble for the -- how the programis run in their
agency and if the programis not run properly, if we
find it is not being run properly we can, after

certain steps, issue corrective action orders to the
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head of an agency.

If the head of an agency does not do anything
about it, at that point we go to the President
publicly about that agency that is not conplying.

The sanme is true if an agency is not properly
-- is refusing to take action or cannot take action
for sonme reason with regard to an individual enployee.

At that point we have to go to a public hearing and
we have to have a public hearing about the conduct of
t he i ndi vidual enployee and we still sinply nake a
recommendation to the President.

W cannot take any action, but we have never
gotten -- we have never had a public hearing about an
enpl oyee -- and we have had a few corrective action
orders issued to agency heads but we have never had to
go to a President, because no agency head wants to
have it trunpeted that the program-- the ethics

programin his or her agency is in the tanks.

W& have the additional -- in ternms of
enforcenent we have the additional benefit, | assune,
because of the kinds of statutes that -- and

regul ati ons that we deal with, and nmaybe you as well,
that chall enge to agency actions by outsiders based on
vi ol ations of these standards of conduct al so bring

these issues to a head so we see that as well.
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How do we know whet her the rules need to be
changed or need to be adjusted? How do we get our
i nput for our policy decisions? W have continual
contact with the agency ethics officials.

W have training and education semnars with
them W have -- we call them brown bag | unches. W
bring the ethics officials in and have issue
di scussi ons.

W get direct requests from agenci es about
where they think the rules do not work any | onger or
not properly.

Congress occasionally changes the statute
whi ch requires we have to occasionally change the
rul es.

And believe it or not, changes in technol ogy
have pushed on our standards of conduct and we have
al so had to nake changes there as well.

It is a decentralized system Again we do
not have nmuch enforcenent authority but we do -- we
are the policy setters. W do have the President
behi nd us through executive order and we do -- and as
an office we were created by statute.

| presume the President -- whether we were
created by statute or not, | assune the President

coul d have established us as a part of his -- sone
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group within the Wiite House given his basic authority
to deal with the conduct of federal officials.

So those were the ways in which we got going.

DI SCUSSI ON W TH COVM SSI ONERS

DR SHAPI RO Thank you very much and once
agai n thank you both very mnuch.

| have a nunber of questions but |et ne just
see if there are any questions from nenbers of the
Conmm ssion for either one.

Ata?

PROF. CHARO Thank you both. This is very
hel pful as we | ook at the various nodel s of
regul ati on.

Ms. -- is it Ley?

M5. LEY: Yes.

PROF. CHARO M. Ley, | wonder if | could
ask you to expand a little bit on one aspect of your
rel ati onship with the agenci es thensel ves.

You said that enforcenent of the rule is
still left with the agency heads and that the agency
heads are al so responsi bl e for providi ng adequate
resources for that enforcenent function.

Hi storically, what has been the experience
Wi th OGE s success at having agency heads, in fact,

enforce as vigorously as OCE mght |like to see and
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provi ding the resources OCE thinks are necessary since
OCE has no direct line authority over the agency heads
or the departnental secretaries?

M5. LEY: Actually we have had a fairly good
history with that sinply because nobody -- no agency
wants -- as | said, no agency head wants to be
consi dered to be running an unethical shop.

Now i f we were enforcing sone fisca
responsibility that mght be different. You could
argue that | am-- you know. But when we say the
agency head is responsible for enforcenent, it is
because these statutes deal w th individual personal
conduct |ike an enpl oyee.

Do you reprimand an enpl oyee for -- you know,
whether it is an ethical violation or you are
i nconpetent or you are not -- you are not -- you know,
an EEO or sonet hi ng. We think that really bel ongs
with the head of the agency.

W try to do, to the extent we can, we survey
agenci es every year about the kinds of enforcenent
actions they are taking just to get a sense of whether
we see nobody is doing anything or not and then we
send these teans in once every three years to do a
revi ew of the program

W have not found -- we have found one agency
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that tanked just because they took all the resources
away fromthe ethics program The program tanked,
and that was the Departnment of Agriculture, and we
went in there and they have really beefed that back
up.

Most of the tinme the problemis resources
because this is an internal structure program and when
you cut the resources of an agency they take it out of
training, they take it out of personnel, they take it
out of everything but prograns, and since the ethics -
- the ethics part is in that hidden cost it gets hit.

W do try to watch it pretty well and we
actually have a fairly good relationship with the
DAEGCs or the ethics officials. W call them DAEGs,
Desi gnat ed Agency Ethics Oficials. They will tell us
when they are getting cut. And so if we need to go
talk to an agency head, we do.

So it is pretty good. They have been pretty
good at enforcenent.

DR SHAPI RO Thank you

Al ex?
PROF. CAPRON: | have a question for each of
you. | think a conmon thene in the presentations has

been the ability to act that arises when you have

responsi bilities and connections with departnents but
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you can act without waiting for themall to sign on.
You were probably here when we heard an earlier
presentation about the difficulty of getting the
Common Rul e nodi fi ed.

The question for Ms. Flack is in the
description that we have from | guess, your NRC web
page there is a statenent that the NRC was created as
an i ndependent agency by the Energy Reorgani zation Act
of 1974, which abolished the Atom c Energy Conm ssion
and noved the AEC s regulatory functions to the NRC

And what is inplicit but not explicit there
was the reason for that novenent of taking the agency,
the Atom c Energy Conm ssion, which had had the dua
responsibility to regulate and to pronote the field of
atom c energy, and to separate out the regul atory
aspect fromthe pronotion aspect which went to the
Depart ment of Energy.

Do you -- is that history inportant in the
operation of the Conm ssion today or is that
uni nportant today?

M5. FLACK: No. | think it is absolutely
very inportant in the Conm ssion today. There is
essentially not even an office of education within
NRC. | nean, it is strictly regulatory and all the

prograns are geared toward devel opnent of regul ation



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

131

I nspection, enforcenent.

And the reason | amnoting this is that when
| was on the staff of the interagency commttee, we
were trying to find either in NRC or within DOE, which
used to be ERTA, an office that was continuing the
function of education. Education can be interpreted
as pronotion, and we definitely did not find anything
like that in NRC

You know, | amall for education. | was a
little discouraged that that function was no | onger
there but, yes, it is taken very seriously. | nean,
we are strictly tied to the functions that |
mentioned. Yes, there is no -- the only research that
I's supported by NRC is to back up decisions that are
made for licensing or inspection or sonething |like
that. There is no absolutely no R& or educati on.

W do have very strong annual ethics training
at the agency and | think probably it is so strong
because we are a regul atory agency and di scouraged
fromtaking nore than even a cup of coffee froma
i censee or anything, so we do take very, very
seriously the work of your conmttee.

PROF. CAPRON: The question for Ms. Ley is
clearly you are in a position fromwhat you have

described and I would take fromthe description in the
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materials we got of the role of the commttee that you
can even get nore deeply, it says, inlimted

ci rcunstances investigate possible ethics violations
and order corrective action.

You are in the position where you could be
seen as a real annoyance by sone of the departnents
and agencies and the inplicit threat to go public with
a statenent of deficiency.

How -- what kind of protection do you feel
you have fromthat kind of retribution within the
government structure? You are a snall office. Are
there, through reporting lines to Congress, in terns
of any commttee that is seen as having authori zing
authority over your area or appropriation authority in
your field, are there sufficient ways that there are
those who say this is an inportant activity and we
want to nmake sure it goes forward, or are you fairly
exposed to the political whins and get buffeted a | ot
by t hat?

M5. LEY: | would say that thanks to Congress
for msnamng us as the O fice of Governnent Ethics
i nstead of sonething |ike Standards of Conduct that we
are not very exposed to, you know, being done away
with.

W were initially exposed early on to
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budgetary cuts when we were part of OPM When OPM
needed noney they thought they would take it -- they
just took it out of our account. That is why we
becane a separate agency in 1989.

W have not really had in ny experience since
-- and | have been there since it was started -- it
has been pretty much political hands off for us
because of the subject we deal wth.

And I will be very blunt, we have al so had
very good working relationships with the Council to
the President for 20 years because one of the things
that we have to do and that they need us for is we
review all the financial disclosures of all
presi dential nom nees before they can have their
confirmation hearing, and commttees will not have
confirmati on hearings for appointees until we have
signed off on the conflicts issues of the financial
di scl osures.

| have never under estimated that little
stick, club that we have in any adm ni stration, but --
so we have had fairly good working relationships with
everyone. W have tried not to abuse our, you know,
Davi d-1i ke authority and we have not had any Coli at hs
hit us either.

DR SHAPIRO So you are the people | have to



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

134

send all those fornms to?

M5. LEY: Yes.

(Laughter.)

M5. LEY: | tried to keep that as quiet as
possi bl e but now I am exposed.

DR SHAPI RO Larry?

DR MIKE | amjust trying to relate your
office's experience to what we m ght adopt, so | have
several questions.

But the way | understand it, is that the way
you nmonitor is that you go to the specific agencies
and see what their paperwork | ooks like. You do not
go out and go to ny house or his house or anybody
el se's house and see whet her what we have put down is
true or not.

Second of all, you said you had an
educational function and | assune that is going to the
ethics officers in the separate agencies or
departnents and training them

What is the size of your budget?

MS. LEY: $9.1 nmillion.

DR MIKE  Because what | amtrying to
relate that tois that if we adopt a nodel such as
your's, | do not think that we would be satisfied

where we woul d depend on the agencies and we just do a
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paper chase at the agencies and that either your

of fice or the agencies thensel ves would have to reach
out into the field, and that is why | was interested
in the relative size.

DR SHAPIRO Carol, do you have a question?

DR GREIDER | think ny question is sonewhat
simlar to what Larry just said. It seened to ne that
In the two presentations that one of the differences
between the two nodels that we are thinking about is
that the NRC oversees things that are out there and
that the public is doing. Wereas your office wll
oversee things that are within the governnent, and
that may nmake the two nodels very different.

So again simlar to what Larry was saying, do
you think that the kind of operational procedures that
work so well for you at the OGE would work if there
was this conponent that was not just within the
governnent but people out there funded by the
gover nnment ?

M5. LEY: Well, it could. | nean, what you
woul d have to do is not only set up a structure -- now
| amjust now talking off the top of ny head, but it
woul d seem | i ke you would set up a structure where you
have the person who is responsible for the in-house,

but then they would al so be responsible for then the
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next | evel of training, the next |evel of reviewjust
li ke you review -- | assunme you all review grants or
agenci es who give grants to people who do research,
and get -- review those to see that they are conplying
with all sorts of regulations and this would be one of
them as wel|.

If I may, Ms. Flack deals with an enforcenent
program and | deal with a prevention program
basi cally, and we have fought to get nore -- to not be
gi ven nore enforcenent powers. W do not want them
VW do not want the cop and the counselor in the sane
office and we do not want that because we are | ucky
enough to al ready have a whol e system of inspector
generals. There is an investigative force out there
in the government. W do not need one. And the FBI

W have a whol e adm ni strative procedure
about enpl oyee, you know, m sconduct and it is already
out there. W do not need to be a part of that. And
we have the Justice Departnent prosecuting people. W
do not have to be out there.

So we are -- we benefit by the fact that al
those el enents still exist. W just are not the ones
that have to do them W work very closely with the
I nspector generals and the Justice Departnent, though,

to ensure that the rules and the statutes that we



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

137

provi de gui dance on, that they are interpreting them
t he sane way, and they are very supportive of us in
the way they take prosecutions, et cetera.

DR SHAPI RO Thank you

Ms. Flack?

M5. FLACK: Yes. You nade the statenent
about we are out there and that is true for nost of
our licensees. However, there are nultiple federal
agencies that are also our |icensees. For exanple,

t he cl osest one woul d be the hospital, Building 10,
down on the N H canpus woul d have to adhere to our
radi ati on protection standards for all the workers
down there -- protection of the patients, and
protection of the public that cane to visit them

The Departnent of Energy woul d have to adhere
to the protection of the workers in all the work that
they do and the sane thing is true with the mlitary
or the different branches of the mlitary, and their
wor kers woul d al so have to adhere to NRC s radiation
protection standards.

So without a doubt the Atom c Energy Act, and
t hen the Energy Reorgani zation Act, did give us quite
a good solid stick, if you want to call it, authority
for getting done what we need to do.

DR SHAPI RO Thank you.
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The | ast question, Ata.

PROF. CHARO Thank you.

| would like to pursue this cop/counsel or
observation perhaps now wth M. Flack because | am
going to assune that the NRC actually does play to
sonme extent both roles. They help licensees to
understand how to operate safely, will help clarify
questions scientific or otherw se, and at the sane
time we are in a position to inpose sanctions at
appropriate nonents.

VW have seen in the human subjects realm
people fromthe investigator conmunity tal k about
their desire to have a place they could go for advice
where they felt they were absolutely no risk of
triggering sonme kind of sanction and | woul d
appreci ate your observations about the degree to which
this conbi nati on of functions within the NRC has
functioned well versus having created sone probl ens
over the years that have been identified and perhaps

sone renedi es devel oped.

M5. FLACK: | would like to say that | think
it has worked very well. | would like to think that
| i censees can freely call in and ask questions and

make sure that they understand things.

Havi ng spent the last three years working
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very closely with all the nedical specialty boards and
trying to respond to their questions and maki ng sure
that their input is in the newregulations, | think
there is quite a bit of openness right now

It is not strictly, you know, just the cop
and I would |ike to say that -- to give a specific
exanple. |If alicensee is cited for a violation the
Ofice of Enforcenent |ooks very carefully to see if
they have identified the violation and if they have
taken corrective action before calling the NRC. It is
very, very inportant. It is not just we are out there
pol i cing them

W -- you know, in that case there m ght not
be a nonetary fine or it could be a reduced fine or
sonet hing but we definitely consider all of that when
the licensee calls in and has questions about their
license. Calls in and says, "Ch, we have done this
but on the other hand we have done that to correct
it."

So | think it works very, very well.

DR SHAPI RO Thank you and | want to thank
you both very nmuch for being here today. It is very
hel pful to us as we |ook forward to constructing our
own sense of what nodel we ought to use in our area of

responsi bility.
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So thank you very much for comng. W very

much appreciate the materials you shared with us.

Just to rem nd the Conm ssioners we are going

to break now for lunch. W are scheduled to
reassenble at 12:45. That is about 65 mnutes from
NOW. That is -- judging by yesterday's tine that is
about what it takes and so let's break right now and
reassenble at a quarter to 1:00.

Thank you.

(Whereupon, at 11:36 a.m, a luncheon break

was taken.)

*x * * % *
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AFTERNOON SESSI ON

DR SHAPIRO Colleagues, | wuld like to
begin right away since this is the afternoon of the
second day and | know t hat plane schedul es start
poppi ng up and people start |eaving, and we have sone
guests here who | amvery anxious to hear from

But, first, as you know, the definition of
research -- this is again within our overall project
| ooki ng at the human subject protection issue in the
u. S

The definition of research is obviously key
tothis. If it is not research these things do not
cone in and other issues apply. And so we have told
oursel ves that we are going to rel ook at the
definition of research to see whether the existing
definition is really appropriate given a |ot of
t hi ngs.

Gven the different disciplines, we all know
it was brought up mainly with the bi onedicine in mnd
and not health quality research or health services
research, and not with the humanities and soci al
sciences and so on and so forth.

| do not want to repeat all that but we are
very fortunate this afternoon to have two peopl e who

will speak to us really in the area of health services
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research, that particular aspect of the issue.

We have Andrew Nel son, who i s Executive
Director, Health Partners and President of HMO
Resear ch Net wor k

And Mary Durham Dr. Mary Durham who is
Vi ce-Presi dent for Research of Kaiser Foundation
Hospi t al s.

Bot h these organi zati ons are, of course,
wel | -known to all of us.

So welcone. | do not knowif the two of you
have had any prenegotiated way of proceeding on the
agenda. | do not know why but it gives M. Nel son
first and Dr. Durham second but if you have got sone
ot her order that you would |ike to have, feel free.

Vel cone and we are very glad to have you here

t oday.
PANEL 1V: DEFIN TI ON OF RESEARCH
ANDREW NEL SON
EXECUTI VE DI RECTOR, HEALTH PARTNERS AND PRESI DENT
HVD RESEARCH NETWORK

MR NELSON: Thanks for the invitation and |
will start out and then hand it over to Mary, and then
she will hand it back to ne so it will be a continuous
presentation

DR SHAPIRO If | could say we think of
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oursel ves as rock stars here, which nmeans we have to
talk close to the m crophone. It works best.

MR NELSON: Ckay. Just as long as | do not
have to sing.

(Laughter.)

DR SHAPIRO That is true.

MR NELSON: The breadth of health services
research in the past 25 years has really spread to
nont radi ti onal environnents.

In an article published in Health Affairs,
which | believe you have a copy of, in January 1998,
ny col | eagues and | docunented the results of a 1997
survey showi ng that there were 20 nmanaged care
organi zations with research groups that accessed
nearly 30 mllion individuals in conducting their
research work

By far, the |largest of these research groups
are the group and staff nodel HMO s and t he anmount of
wor k conducted in themare the | argest anong the 20.

Staffed with over 150 career researchers and
1,200 FTE s of research support staff, they conduct
public domain research that is really dom nated by
heal th services research

Federal |y funded projects represent nore than

50 percent of the $92 million that support their work.
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Thirteen of the 20 groups, the 20 research
groups, fornmed a group called the HVO Research Network
about five years ago in 1995,

They did so out of good will. It is not an
organi zation with any formal stature with the I RS but
one of good will com ng together to do coll aborati ons
around inproving the health of populations that are
involved in their health plans and so coll aborative
wor ki ng rel ati onshi ps have flourished and we have over
a dozen current fairly large projects that are nostly
federal |l y funded.

These research groups include | ocations al
across the United States and Kai ser Permanente pl ans,
Henry Ford, G oup Health Cooperative, Pugent Sound,
Heal th Partners, Prudential, Harvard Pilgrimand
Lovel ace.

| want to turn it over to Mary Durham ri ght
now who wi Il tal k about the nature of the health
services research and then | will be back in a few
m nut es.

DR SHAPI RO Thank you very nuch.

Dr. Durhan?

MARY DURHAM Ph, D
VI CE PRESI DENT FOR RESEARCH
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DR DURHAM Thanks very nmnuch.

W consider this a great opportunity to talk
to this group about a type of research that nmay be
| ess commonly thought of than nmen in white coats, nen
in lab coats. Sonetinmes we think of it as nmen in no
coats and ties. And that is a kind of research that
has been goi ng on and devel opi ng for probably the | ast
25 to 30 years.

And really health services research, which we
would like to tal k about today, had its beginning in
academ c organi zations under variously titled
departnents |i ke “nedical care organi zation” or
“heal th systens” or various titles |like “nedica
care.”

And what early academ ci ans were doing and a
few health plans were doing was really building a
field that now has captured the attention of policy
makers and fundi ng agencies, AHRQ N H in funding
heal th services research but this is a fairly recent
devel opnent in terns of the focus of policy nmakers and
fundi ng agenci es.

But what | would like to do is begin with a
bit of a definition about health services research and
tell you that health services research is the study of

the structure, function and outconmes of health care
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delivery. Especially their organization, financing
and quality. And this includes things |like patients’
access to and satisfaction with care as well as
energing issues |like patient safety.

Now t hese studies vary enornously in their
content but what they have in common is they study as
systemrather than a person or an individual
Patients are not absent fromthese studies.

In fact, to be able to do these studies we
often go to the individuals and see how they fl ow
t hrough these systens, ask questions of them analyze
data about them but really the focal point of the
research is nost often the systemin which they are
| ocated in terns of health care.

So out cones experienced by these study
participants are very nuch at the heart of these
guestions that we are asking in health services
research

Let nme give you an exanple. The Rand Health
Experinment -- Health |Insurance Experinent -- in the
1980' s | ooked at a variety of ways of financing health
care, but when it cane tine to | ook at the outcones,
things |ike hospital care, the use of specialists and
so forth was the maj or purpose of that inquiry.

Now t hese are systematic research studi es and
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I f you think about the definition of research in the
Conmon Rul e, these are systematic investigations.

And they are very nuch involved in | ooking at
questions like, “do interventions that are introduced
I ncrease the nunber of mammograns in a health care
delivery systen?” Is an intervention likely to
reduce the nunber of teen snokers? Does screening for
henmochromat osi s have a certain kind of cost quality
and out cones i npact on the popul ati on? Does a
worman who is involved in an intervention becone nore
likely to seek care prior to the birth of her child?

Al'l of those have human subjects but they are
primarily about the systemitself.

Vel |, you probably did not expect today to
hear about nanaged care as a topic, but | do want to
take a side bar long enough to tell you about why I
bel i eve that the issues about research that is
happeni ng in organi zations |like the one Andy and | are
a part of, have now cone to the fore in thinking about
human subj ect issues and the process of review

The health care systens that Andy was
describing in the HMO Research Network are primarily
i ntegrated health care systens funded by capitated
financi ng, and under capitated financing arrangenents,

providers or health care systens have no incentive to
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provide treatnents that are not effective or nedically
necessary.

Over use, under use and m suse of treatnent
al | have negative consequences for the organi zation
and for people who seek care in those organi zations.

So providing too little care fails to neet
the treatnent needs of people who cone into our health
care system

Unnecessary or ineffective treatnents, that
i's over use or under use, wastes limted resources and
pose unacceptable risks to patients.

So with the proliferation of capitated funded
nodel s, integrated health care systens, this is much
nore an issue in |ooking at prograns and whet her they
work or not than ever before.

In organi zations like mne -- ny research
centers, for exanple, have been around for 37 years --
t hese are not new questions, but we have worked under
a capitated funding arrangenent for the 52 or 53 years
t hat Kai ser has been in existence.

So in the places |ike Andy described, we are
tal ki ng about places that have a rich and | ong history
of doing this kind of financing for health care and so
It isreally there that you find a long history of the

sort of work that we will be describing today.
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Now heal th plans that are receiving
capitation have cone to realize that they nust
eval uate existing prograns, the quality of care, their
ability to deliver high quality care, and be very
af fordabl e because if they do not do these things they
wi Il not exist next year.

So a health plan that cannot deliver quality
of care or satisfy its custoners or hold the |line on
costs will disappear fromthe screen

So health plans have got to find ways to
identify wonen who are at high risk for breast cancer

They nust hel p people try and stop snoking. And so
they -- and they also may be required by enpl oyers who
sponsor their enpl oyees to be our nenbers to neet
qual ity standards set by the National Council on
Qual ity Assurance, so-called NCQA, or other purchasing
coalitions.

NCQA does not say howto inprove quality. It
rather sets certain standards and identifies certain
areas in which plans need to have high quality
I ndi cat or s.

And so plans have to experinment on their own
in order to determ ne what works for their nmenbers,
and under tight financial constraints plans nust

figure out what works and what does not work.
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There are nmany tools that we use in health
care organi zations to do these sorts of things. | am
going to nmention just a few and Andy will nmention sone
nore. Patient registries, clinical guidelines,
clinical information systens, nail and tel ephone
surveys, all of which are used to collect information
and use it in order to inprove care.

Pl ans nmust carefully nonitor patients who
have conpl ex nedi cal problens |ike diabetes, heart
di sease, depression. The best plans have so-call ed
registries which identify people with diabetes or
wonen who are at high risk for breast cancer and the
best health care plans nmake contact with those
i ndi vi dual nenbers even when a woman who is at high
risk for breast cancer does not conme in for a visit,
and without identifying that woman, nmaki ng cont act
wi th her and encouraging her to cone in and being
proactive about care, the likelihood that all of those
i ndi viduals who are at very high risk for disease
becones a lot less likely.

So we are involved in active outreach by
using things |ike registries, mail and tel ephone
surveys, and a nunber of other things that use data,
capture data, and al so synthesize data as it pertains

to our menbers.
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Now health -- and this is the reason |
digress to tal k about health services research and
al so capitated financing -- the health plans use the
sanme net hods used by health services researchers in
order to conduct their business.

For exanple, plans may eval uate the
ef fectiveness of a postcard rem nder systemto wonen
who need to cone in for manmography and they have a
choice in clinic A for exanple, to do a study of that
sort to see if they can increase screening activity by
usi ng those rem nders as conpared to another clinic
where such an intervention mght not be used.

A health plan may inplenment a snoking
cessation programin a clinic or with a group of
individuals to see if they are getting the bang for
their bucks for that effort in order to see if it
yi el ds the response from nenbers that they hope.

These are seen as routine managenent
initiatives, but they have to be structured in such a
way to answer the question did they work.

It means the sanple size nust be consi dered,
the design itself has to be rigorous enough to answer
t he question, and so they | ook very much |ike health
services research, but they are part of the ever

required efforts to inprove quality of care.
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So these efforts are systematic. That is
part of the definition of research. But are these
activities research? Unfortunately, ny answer to you
Is that there is no clear |ine between research and
quality inmprovenent and that | do not believe it is
possi ble for us to develop a definition of health
servi ces research which woul d excl ude program
evaluation in all its forns, quality inprovenent,
popul ati on based care, and so forth since they do use
I denti cal methods.

However, | do have three things that | would
like to offer you as concepts that may be hel pful in
di stingui shing between these, and | nust say that nost
heal th plans that | know of are trying to use concepts
of this sort on a case by case basis to try to decide
which is research and which is quality inprovenent.

The first one is intent. Both research and
qual ity inmprovenent are systenatic. However, their
intent is different. Research is neant to contribute
to generalized know edge. That is part of the Conmon
Rule's definition of research. And research applies
to society at large. It may not apply to the person
who is involved in the study, but it is intended to
offer sonething to society at |arge.

On the other hand, quality inprovenent is
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proprietary. The @ activity will launch a program or
I mprove an existing systemfor the benefit of the
popul ation it serves.

Now, interestingly, many health care systens
today publish the results of their findings in trade
journals. A few of themmy be published in main |line
nmedi cal and health services research journals because
the world is interested in | ooking at studies of this
sort and they may -- these studies may be rigorous
enough to pass that kind of review and be published.

But the major and primary intent of those
activities was inproving the business and inproving
the quality of care. | would also |ike to say, and we
will probably get into this |ater, nmany of those
qual ity inmprovenment projects are reviewed by IRBs in
our delivery systens if the prior intent is to publish
and so forth, but we can talk about that |ater.

The second concept | would |ike for you to
consider is what | call "agent." Quality inprovenent
I s done by soneone within the organization and it is
usually initiated by soneone on the quality
| mprovenent team Projects that are initiated by an
out si de person, even if that outside person or entity
I's a business partner, kind of like is defined by the

H PAA regul ations, that research -- that constitutes
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research to ne. And so the agent of the work is very
I mportant.

The third concept | would like for you to
consider is the funding source. Plenty of research
today is done by enpl oyees of organi zations that are
researchers. The sort of 